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(57) Abstract: Compounds represented by the following general formula (I), prodrugs thereof, salts thereof and drugs containing 
the same as the active ingredient: (I) wherein each symbol has the meaning as defined in the specification. Because of having an 
EDG- 1 agonism, the compounds of the general formula (I) are useful in preventing and/or treating arteriosclerosis obliterans, throm- 
boangiitis obliterans, Buerger' s disease, peripheral arterial disease of diabetic neuropathy, sepsis, angiitis, nephritis, pneumonia, 
brain infarction, myocardial infarction, edematous diseases, arteriosclerosis, hemorrhoid, anal fissure, varicosity such as anal fis- 
tula, dissecting aneurysm, angina, DIC, pleuritis, congestive heart failure, multiorgan failure, bedsore, ambustion, ulcerative colitis, 
Crohn' s disease, heart transplantation, kidney transplantation, skin transplantation, liver transplantation, osteoporosis, pulmonary 
fibrosis, interstitial pneumonia, chronic hepatitis, cirrhosis, chronic renal failure or glomerular sclerosis. 
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*£W£S*lTV^fcV\, S®l^ioT»l«t5 5S?)SlP 

S§frf-^^^SWe,^fc^t>. S 1 P©«/rft4l^*Ss 1 Pg^fr 
Ir^LTl^r^^ »*fcffW*tbT#TV^o 5i©SlPg«E 
D G (Endothelial differentiation gene) — 1 „ 3 „ 5 „ 6 % 8 Xfo V s LP Ag 

io »edg-2, 4, 7 kRmz.Gm&R&®m<D7®mnmmm&£* 

rtl^oSt* (GPCR) fcJRU EDGg^T^^-tTOW 

5 0 ^6>s*fr©»j8,ttEDG-i35s % * b-mimmto&mm (huve 

C) JJ *7-~ hT±r- h (Phorbol 12-myristate 13-acetate) (P 

ma) mM1-5 zk'rntm3mztiZ*~7Ti'&»#b Lx mo ¥fc Ha 
15 bK£V®Mzm&$titcZ.bZffi1fcbVX^Z> 0 

s i p^fis ip^u mgmmzuyyyyjnstzGtys*? 

LTfiG s N Gi N Gqfc^Sfc&ft-OStK ffig&flctt»USif S£ft 
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TV^ (Cell 22, 301-312 (1999)) „ £fc. tbliS 1 P^y t* (in vitro) 

w^«(invivo) Kte^xh^m&fcttisxnmmmmMm? (f 
gf) ^fk^jh&m^mmm^ (vegf) tmrnm^^^-r^t^n 

5 ^t-CV^o OK-HeeLee bt)«HUVEC^I^TS 1 PCHUVEC 
fcM-f&DNA&f&i&mfcftR^ MfefcHZWbfrfcU in vivo K^X 
hsk^ffi&cttlsX, S l P^m&Xjk^m^^mir^^t^Wi^LX^ 
5 (Biochem. Biophys. Res. Commun. 2M, 743-750 (1999) ) 0 ZtlbO^kkV, 
S 1 P<D*kfcftX(D£mftm<D—lt US1 Pg^ft&^LfclfcWtrM 

EDG-lO/i'^T^hv^^^i^n (YujingLiub, J.Clin. 
Inves.2000) N £ W #*3&Slfc^^#TJte£g0Efcfc3 £ £ SIP 
Ojfc*3lr^«ttEDG-l«r^H-5^riltt^»<S%lft*Hfc. lot E 

< 5^i«IJJitf,^lfil3EjglJ-t3l,D I C (Disseminated 
20 intravascular coagulation : 2H^ttlfr1?f*iliE@£E) N 5 oJktt/L^^ s 

&m&*&<o^®&£xf/&tz\*ftimmkLxm%£iri<Zo mtf^ 
^bEDG- 1 Ksk%¥'ftffi(DmM*tofflir5^mms7fi!&ztix^z> 
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Z^-COOH, COR 4 \ -CO (CH 2 ) pX C0 2 H % -O (CH 2 ) pX 
C0 2 H, -S (CH 2 ) pX C0 2 H, N0 2 , -CONHW x C0 2 HXIJ-N 
HW x C0 2 H©Ilr^L ; 

zz.kfrx°%z>-t)\ h^nm-co (CH 2 ) qX -X«- (CH 2 ) , x -£ 
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rrtqX«:0~5Cit^!) ; 
20 nXf40~4<DS^-C-fo5o ] 

£fc, #M¥ 2-218654 -5§-<£PJ3;«Ktes (Y) 
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10 -A 1 K-O-, Sitcfe 
-A 1 K — 
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R 4 », 7K*m^fcf4C l~8 7/^;H?:i^tK 

R Z £R 4 £\ -tl^ot, -CH 2 -CH 2 -^fctt-CH=CH-^ 
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10 G(±, -CONR 7 -, -NR 7 CO- -S0 2 NR 7 -, -NR 7 S0 2 - 
-CH 2 NR 7 -^fc(4-NR 7 CH 2 -^S^b R 7 ^, tK*J1^ C 

1~8 7/V« Cy c llfcttCy c 1 fcioTKJfcSftfcC 1 ~8 T 
/H*7V*&*fc>U Cycltt, C5~7©l£S&&*lk £fctel~2|@C> 

15 If^fPllrffct. ) ^ 

Qfi x C 1 — 477^ V-^fii^cfi 
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8) Thy^VfrX 

9) -OR 9 I, 
1 0) -SR 10 g 
1 1) -COOR ll S 
1 2) -NR 12 R 13 S, 
1 3) -CONR 14 R 15 S % 

10 (1 4) -S0 2 NR I6 R 17 I, 
1 5) -NR 18 COR 19 S, 
1 6) -NR 20 SO 2 R 21 S, 
1 7) -S0 2 R 22 S, f-fcfi 
18) -OP (O) (OR 23 ) 2 m*i&t>L 
15 (g<K R 9 ~R 18 , R 20 joi^R 23 (i N ^jlMlt, TK^Jl^, C 
1 ~ 8 T/^/um, Cy c 2£fcteCy c 2 »C <£ otli^ ttfcC 1 ~ 8 T 

R 12 i:R 18 , R 14 i R 15 N R 16 tR 17 it^ %tit>fr$i<grtzmmj%*b- 
20 3tJ^£^tp5~7M<£>l£^7 1 u^ (r^roSIt C1-87W 

R 19 *3cttKR 21 «:, ZMfrm&VXs C1~8 7/^S> Cyc2*fc 
fiCy c 2{:icTft$il'fcC l~87/^S^fct> 
R 2z tes 7k$^ Cl~ 8X^/1^ Cyc2*fcfiCyc2iaoti 
25 ^ftfcC l~8T^^SSr^fc>L> 

Cyc2», 0 5-7©^^ £fcfci 1 ~ 2i@©gffffB% H@©g£ 
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♦HUB**, C 5-7<D^^mm«t(ix C5~70Mii7y-;U 

mmm+is ± v/* fc« i ^m^^tf 5-7 i©^r ni7u 



11 



WO 02/092068 



V r 

PCT/JP02/04520 



Ko77y, fh7fcKo77V, ^tKnf7^ fh7tKn^7^ 
10 S?tKnft7xy, rfnKnWiy, (^F 
n*f-*\?yy) % ff7tFnW^ (fF7t FoW7y) „ 

fF7tKP^y^W^K i?t Fnf 7y-/K fF7tFaf7^ 
-/K 5?fc Kn^yf-T^-zK fF7tFp^yf7/-/K K*# 
15 ^f^7i/-;K ff7t Kn^-^f-^Ty^K Fofti^T/^K 
fF7tFnW7^-;K f F9tKotW7^, rf7tFn 

af-TTift?^ 7F7tFnf7^fc c ^ ;Vt Kof 77^1?^ 

i«©WIIW^«rtf5-7j|o»IM»IWIi:tt, i~2fl©S*« 
TO«fctV£fctt l floi»JBKTO ifl©*JMtfF-*r£* 5 ~ 

-<5^yy^ t^yu^ tr^ps?^ s^tKotrp 
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fh7t Kp t?y tv<y >>fc Kp if 7 5?>\ rbntK 

t Kp t° y $ Kp t° y x h 7 1 Kp fc° y ^ 

KPt°y^i>^ N i?fc KoTf tV, x hv t FnTf t°y, fc K 
5 PTif fc 0 ^ i^fc Knt^T-^t: 0 ^ f b7t KP^Tif /^-t Ko$? 
Ti?fc°^ ff7tKoWy-/K rf7tKn-fytW-;K 7" 
h7t KP^-ry— /K fh7t Ko^Vf7/-;K Kn^lf^T* 
/-/K r h^t KoWi>7y-;K Kp^^^TiZ-yK rh7 

10 Ti^^. -r h^t KP^-y-^Tif tr^ x fc KP^-y-Ti?fc°^ 

t KP^dri^Tiftf:^ 7f7t KP^Tv^Tift 0 ^ /<— t Kof77 

ift^ t: KP^Tv^Tiffc 0 ^ ^e/v* y >\ ^^m^ y ^#tf s ^Jf 

(E, Z, V*. b7V^#) . W^§ittf>#£^K£5Jlt£ft (R, Sfo 
# (D, L, d N 1#) % ^nvF^77»i5W (ffiffittfc ffi 

25 4&f*> #tt©fcl\ 7K^t4©1>^W*LV\ ISftSfcUtt, T^7J 

y&« (*y!7i>., -t-mj^-mb T/u$y±m&m &w>j». 
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y s i/t n^/f-^r ^ *wtvT %y. 7 ^ttw % y. ^ y v 5 
io *^$J£> ^^A^i/ftttu ^fifXA^ymts ^-y^yxjv^y 
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mm<o i 5 &^5o 

15 ««|Bft«WI[l4*«tt**o*«H4T?«) *Wt. LV\ 
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(5SeK R 24 #C 1 ~ 8 T^/I^fcte 1 ~ 2®<Dim&1Zlt\$.T % J £ 
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10 ;l^*fcl± 1 ~ 2i©*|feS* fc(i7 5 yS^ioTtt^^ttfcC 1-87 

hues do 




(IA) 




(IB) 
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.15 (5£<K -t-^-CO|5#fiHul3i^DE*^«^i-o ) T?*£*L3fl3£1k 
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-M ( I ) R 1 ft, C 1 ~ 8 fcfiCl-8 TjV^ 

©^*m^ i m<ommm**$ «t t*/s i ^^a^^sr^tf 5 ~ 7 a 

(I) «K E« N -O-, -S-*fcfi-NR 6 -W^t<, 
— ( I ) "tU R 2 «\ C 1~8 Cl~8 7/l/a^S$fc 

(i) ^ R 8 tt**m^s»*tv\ 

-« (I) ^ R 4 f±7k*M^S0ttV\ 

-« (I) G« x -CONR 7 - -NR 7 CO- -NR'SO,- 
-CH 2 NR 7 -|fc|i-NR 7 CH 2 -^tU\ #i'-CONR'- - N 
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-jK (1-1) 
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T^tslS (Penicillin/Streptomycin) , -fJ^fW (Blasticidin) (5ug/m 
1) ^ Ham's F12 (GIBCO BRL, No. 11765-047) Mfc^Tit* Lfc„ * 
1*Fura2-AM (Dojindo, No.348-05831) £rfWJteft^fljt»?&S;ii:5fc* % $Blfe£ 
5 fiM Fura2-AM Wffi. ( 1 0 %FBS, 2 0 mM HEPES p H7.4, 2.5mM -fxi 

10 K (Probenecid, Sigma *± N p ^No.P-876l) Ham's F12 %%) 

T\ 3 7°C X 6 0^>f^^^3ybfc 0 2 0 mM HEPES pH 
7.4, 2.5mM T'd^v'K (Probenecid) ^tf Hanks 1 U T V 

±4 * T?P1 Hanks JR^g LtfcV^. 

f^K7y^^!)^y^fA (»* r-~**FDSS-2000) JCTV 

15 - h y h U 3 0^ra^)W»O**aB«tfc©t)ffffifb^»tt*r»*P 

ixK (DMSO) l/iooo MfcfcSJ;5K^Ufco »J5£ 

ft 3 #WHi"efTfcV\ MI&fcM 3 4 0, 3 8 0 n mT\ 5 0 0 n m 

<D Fura2-Ca 2+ ^3te*a«^brCo iWCa 2+ MIftli, IMfi3 4 0, 
20 3 8 0 nmX'O^lt-e*t>LfcffiT*Wffibfc 0 T=*~* h^tt^fF^t;^ 
ft«^!l|:DMS O ^^AB L7c ^^^T'CQ^^S lOOnM SIP 
(BIOMOL : M9076) 0MX'<D fc°— ^ jjt&n V J> n-/Wg: (A) £ L, fftffifc 
. -a-^0»H&©^b^Dm©M^©±^f (B) fcSrJfcttU »I^C 
a 2+ «S±#^ (%) fcOT©5fcfcJ;B»tfiLfc„ 
25 ±#Mfc (%) = (B/A) X 1 0 0 

$ fc£*b©#»firC©±#M*«:3fc«>, lOOnM SIP ©C a 2+ ^g 



49 



WO 02/092068 



PCT/JP02/04520 



±*fc«3-r*te£4Mft*fc±Ri LX, »^EC 50 (Concentraitonof 
Half -100 nM SIP Ca 2+ release) ftfrgffl Lfc 0 8 fcjjst. 

1 8 





ECso(nM) 


«^J2 (1) 


9.0 


H»2 (3) 


1.4 


mMM9 (6) 


7.3 


MOT l 6 


8.3 


mmmi e o) 


4.5 


^JfeFd i 9 


1.5 


2 8 


25 


«M3 2 


30 



mum, fomm&fc mmmtm, mm, sk, 
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mm> mmxmmm. m>m, dic, mm&s mm* 

t^ffr, !km. t&&&*]m. tv-vm, >mm, wwiu 
«u mmmm, mm&B&, &mt&. tfm^ it 

5 5 e 

-tts; (i) *c***u«*38Wft:«&*f4, 

2) %<Dfc&m<DWsm • ©nx9fe#> 

(i) ^zM*&w<k&®km<om®o&mit±. i^<omn 

20 £*vf, -jK* (I) T-^^tv5^BJ^#>©^KfeJ:0 { /^fc«f&^ 
09;ttf, EDG-l T=f=^ h<D»jSg|ftT?*>5(H«ttSb|RBI^^ WSttJfo. 
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bft5„ EDG-1 T=?=* htt-ftfe©^i#JBLT/BVNai£#T?#5„ 
M£tf, »6H3P?&!&©»£tt VEGFs HGF ft if 03tfiHF**JliL»tt^tttti- 
5^fe*S^rS!lT*>S3&S, EDG-1 T^Miro^HUM^i 

mm&tz>-%m^%ix°hz>i)K edg-i 7^Miio^nfffflb 

&r>im&mtfh*is EDG-1 T=f=^f^©^Jt©#fffi^J;t)^^ 

arts tnx.h%iz> 0 m&m&w&<Dt®mikk ut«> vegf, hgf, fgf, 

10 FflF-a N PDGF&^Wbft, <S^©fe«* l/Ot, Tfrfn***? 
/K T/I^ d dMK h l^V <i is h a y * y 4,, MCI-154 & ifflSW £>ft3 0 

15 a^*f4, m*. tffi»&, *aa«Fra^tj;5R 

ftStf*, $A— A&fc^ 1[eHco# s lmg^b 1000m g ©fgffl-e N 

1 0 im^^HI^RlS;^$ft5A\ T§;fcfij£A— AfcfctK l@(;o|, 
lmg^blOOmg©|ffit% 1 0 l|E!a>bfSWfc&R&#. «?*L<H: % 

20 i$&-££ft5 0 

-j&sS (I) n?«*ft5*38^b^S:«!^r58Sll!:»±, i^R&4©fc* 
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15 »^5 5iW^t)^^5„ 

20 ^sp#k mnm<D£?t£ffi®nu tm#j, mmi, ^mu mmm^ 
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jj&t*, mx.!t*m<®f?m 2,868,691 %-&£T*m%i 3,095,355 #KH£t<«5* 

10 fcB&JKaU Stftflk KJfeftJW mx.it, 9? h-x) x 

#N^&#©fc *©■?:©&©&)*»*: ttfcoSfctt^rftEU:©^ 

20 36W*rllifrt-5fc»©ft&©?Bt8 

^a-r ^i5^m©ft0fx TLCK*SJl-CV^5*y art© 

25 NMR©ttJ^K*£ftTV^#y3rt©i8ffif^ H5£fc£/B LfcMSr^L 
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*f-;v 3- [4- (s-yx.—A^isf-A'ttif) y^~)\<~\ ^v/*; 



5 




OOCH 3 



5-7i=/W;- JU (3.7ml) „ fT-As 3- (4-fc Yn^-l/y 
7n/Vx-f (3.6g) „ (5.77g) . 

^PP^y (200ml) ©jft£4fejC % 1, 1'- (7 , /i?*/I'to) v 5 

e^ys^ (5.55 g ) ^u^fc 0 ©sa^**aaT?4Hwawtfc, rj&u 

^•9"^ : *?^?a,x.~¥a,= l : lj&g-JgJR (200ml) fcj(j|J*. N 5ig 
(^dri*-^ : Ifflfcn^Tl/ss 9 : l-»4 : 1) ICiottlU «T©4*tt<t 

Sr^aawft** (6.i6 g ) &#fc D 

15 TLC : R f 0.46 (^^f-V : g^cc^/l^ 9 : l) ; 

NMR (CDC1 3 ) : 5 7.32-7.06 (m, 7H), 6.84-6.77 (m, 2H), 3.92 (t, J = 6.6 Hz, 2H), 
3.66 (s, 3H), 2.89 (t, J = 7.6 Hz, 2H), 2.68-2.55 (m, 4H), 1.87-1.41 (m, 6H) 0 

##0U2 

20 3 - [4- (5-7^-y^^7^^r-» y -fu/^y^. 
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ttWltW&Litfc&to (12g) <0*9;-A' (6 0ml) kTY? 
t Kn77^ (8 0ml) t&m^ 2N*IMW-Mf ^-McflBSS (4 0ml) 

«U (11.32 g) £#fc„ 

T L C : R f 0.40 (^ p a TfrA'A : / 9 J — A/— 9:1) ; 
NMR (CDC1 3 ) : 5 7.31-7.09 (m, 7H), 6.85-6.78 (m, 2H), 3.92 (t, J - 6.6 Hz, 2H), 

2.90 (t, J = 7.6 Hz, 2H), 2.64 (t, J = 7.6 Hz, 4H), 1.87-1 .42 (m, 6H) 0 

10 

3- [4- (5-73i^/V^^/V^V) -fxi*/<ifr V 




15 2 t?3K3t bfcft:-^* ( 1 5 1 m g) ©5^ pd^^^ (lml) * 

ify/v^n^^f K (0.13ml) «rJq*./t 0 KrtSftA*%*JlT?l>*|IUfB*tfc. 
RJfcfi£»S:*»U IMMfc£«> (16 7mg) &#7c 0 
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jjii 

*f-)V 2-* [3- (4- (S-7^~;V^V*5->Vjr*i/) 




(1ml) by^/^T^^ (0.1ml) i##f!l3-e^5tL- 

fcfl^fe (16 7mg) (1ml) «£!«#dJ[Jx.fc 0 £ 

^SSrv^y 1*2 f^77^- (^na/jN/^ : J— )V= 

50:1) laotft^U ^T<Dfett^^-t-S^M{b^ (1 9 7mg) 

TLC : R f 0.48 (^1f V : @^^^= 1:1) ; 
15 NMR (CDC1 3 ) : 5 7.73-7.67 (m, 2H), 7.31-7.11 (m, 7H), 6.99-6.80 (m, 4H), 
3.95-3.87 (m, 8H), 2.98 (t, J - 7.5 Hz, 2H), 2.68-2.56 (m, 4H), 1.87-1.45 (m, 6H)„ 

^Mill (1) -1 (5) 

20 5 ^iHfr^/f^T, ^Ji^J 1 t H^©^^ U £*TK^ bfc;*3§9Hb3* 



57 



WO 02/092068 PCT/JP02/04520 



mm (i) 

t^-jv 2-^pp-5- [3- (4- (5-7x=Myf;l't^) 



5 




T L C : R f 0.52 (^-f^ : %m^^= 2:1) ; 

NMR (DMSO-d 6 ) : 8 10.20 (s, 1H), 8. 12 (d, J = 2.7 Hz, 1H), 7.73 (dd, J = 2.7, 
8.7 Hz, 1H), 7.48 (d, J = 8.7 HZ, 1H), 7.30-7.15 (m, 5H), 7.12 (d, J = 8.4 Hz, 2H), 
6.81 (d, J = 8.4 Hz, 2H), 3.90 (t, J = 6.6 Hz, 2H), 3.86 (s, 3H), 2.84 (t, J = 7.5 Hz, 2H), 
10 2.59 (t, J = 7.5 Hz, 4H), 1.80-1.55 (m, 4H), 1.50-1.40 (m, 2H) C 



iili (2) 

*J-JV 2-^o*-5- [3- (4- (5 -y ^JV^y^jVir^rV) 



15 




TLC : R f 0.59 (^f"^ : 5^=2 : l) ; 
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NM R (CDCI3) : 5 7.84 (d, , J = 2.2 Hz, 1H), 7.56 (d, J = 8.4 Hz, 1H), 7.50 (dd, 
J = 8.4, 2.2 Hz, 1H), 7.32-7.10 (m, 8H), 6.85-6.78 (m, 2H), 3.92 (t, J = 6.6 Hz, 2H), 
3.91 (s, 3H), 2.98 (t, J = 7.2 Hz, 2H), 2.68-2.58 (m, 4H), 1.87-1.41 (m, 6H) D 

5 mmmi (3) 

*J-;v 2-* h*islJ 5- [3- (4- (5-7x^;Ky 




OOCH3 
OOCH3 



T L C : R f 0.24 (^3^:/ : f^oi^/l^ 2:1) ; 
10 NMR (CDCI3) : 5 7.17-7.64 (m, 3H), 7.52 (s, 1H), 7.32-7.08 (m, 7H), 6.84-6.77 
(m, 2H), 3.94-3.86 (m, 8H), 2.97 (t, J = 7.2 Hz, 2H), 2.63 (t, J = 7.2 Hz, 4H), 1.87- 
1.41 (m, 6H) 0 

■ jfcffiflll (4) 

15 tf-fr 3-* Y*r*y%;Vi£-jV- 5- [3- (4- (5-7^=/^^ 
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.o 




OOCH3 



OOCH3 



T L C : R f 0.43 (^f"^ : B$k^^= 2:1); 
NMR (CDC1 3 ) : 5 8.40 (t, J = 1.5 Hz, 1H), 8.31 (d, J = 1.5 Hz, 1H), 7.36 (s, 1H), 
7.31-7.25 (m, 2H), 7.20-7.11 (m, 5H), 6.84-6.79 (m, 2H), 3.94-3.90 (m, 8H), 3.00 (t, J 
5 = 7.5 Hz, 2H), 2.69-2.61 (m, 4H), 1.85-1.66 (m, 4H), 1.55-1.44 (m, 2H) 0 



iiii (5) 

5- [3- (4- 




TLC : Rf 0.38 (^f" ^ : S1^3vV= 2:1) ; 
NMR (CDCI3) : 5 7.95 (d, J = 2.4 Hz, 1H), 7.70 (dd, J - 2.4, 8.7 Hz, 1H), 
7.30-7.10 (m, 9H), 6.82 (d, J = 8.4 Hz, 2H), 3.92 (t, J = 6.6 Hz, 2H), 3.89 (s, 3H), 
2.99 (t, J = 7.5 Hz, 2H), 2.66-2.59 (m, 4H), 2.44 (s, 3H), 1.85-1.60 (m, 4H), 1.60rl.40 
15 (m, 2H) 0 
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mm,M2 

2-/ h^rv'- 5 - [3- (4- ( 5 —7 x.^A^Zyf'A'tti/) 7i = 




mmnx*mmLtzik&® (i9o mg ) w^;-^ ami) t^b 

7tK077V (1.5ml) mm?., 2N7K^ffc?-hy V&fcBm (0.5ml) 

•f-^^PJfb^ (17 3mg) <gr#fc 0 

T L C : R f 0.37 a n /JvkA : y ^ / — /U= 9:1) ; 

NMR (DMSO-d 6 ) : 6 12.75-12.40 (br, 1H), 9.84 (s, 1H), 7.86 (d, J = 2.6 Hz, 1H), 
7.66 (dd, J = 9.0, 2.6 Hz, 1H), 7.28-7.01 (m, 8H), 6.79 (d, J = 8.6 Hz, 2H), 3.88 (t, J = 
6.4 Hz, 2H), 3.75 (s, 3H), 2.81 (t, J = 7.4 Hz, 2H), 2.56 (t, J = 7.6 Hz, 4H), 1.76-1.31 
(m, 6H)o 

(1) -2 (5) 

n»jiT^itu^b^oft^i9^, (i) ~i (5) x*mm 
mmm2 (1) 
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2 _^pp-5- [3- (4- ( 5 - 7 ^ =-)V<l/^)\>jr*^) 7*~flA 




T L C : R f 0.36 u n : * $ J —A"* 9:1) ; 

5 NMR (DMSO-de) : 8 13.35 (s, 1H), 10.15 (s, 1H), 8.07 (d, J = 2.7 Hz, 1H), 7.71 
(dd, J = 2.7, 8.7 Hz, 1H), 7.44 (d, J - 8.7 Hz, 1H), 7.30-7.15 (m, 5H), 7.13 (d, J = 8.4 
Hz, 2H), 6.80 (d, J = 8.4 Hz, 2H), 3.90 (t, J = 6.6 Hz, 2H), 2.84 (t, J = 7.5 Hz, 2H), 
2.59 (t, J = 7.5 Hz, 4H), 1.80-1.55 (m, 4H), 1.50-1.35 (m, 2H) D 



10 mffiM2 (2) 

2_^ u ^-5- [3- (4- (5-7*=/V^^/^^» 




• TLC : Rf 0.41 (^nn^yvA : ^^;-;V:^=9 0 : 1 0 : 1) ; 
15 NMR (DMSO-d 6 ) : 5 10. 13 (s, 1H), 8.02 (d, J = 1.5 Hz, 1H), 7.63-7.57 (m, 2H), 
7.27-7.09 (m, 7H), 6.79 (d, J = 8.4 Hz, 2H), 3.87 (t, J = 6.6 Hz, 2H), 2.81 (t, J = 7.5 
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Hz, 2H), 2.56 (t, J = 7.5 Hz, 4H), 1.74-1.54 (m, 4H), 1.44-1.34 (m, 2H) 0 
CTffl2 (3) 

2-#/W£>v'- 5- [3- (4- (5-7i=;Kyf;^) 7^ 
5 d/V) ^n^W^] 3cS#^ 




T L C : R f 0.32 o a : y * y — /V : 9:1:1) ; 

NMR (DMSO-d 6 ) : 8 10.23 (s, 1H), 7.83 (s, 1H), 7.72-7.65 (m, 2H), 7.27-7.07 
(m, 7H), 6.79 (d, J = 8.4 Hz, 2H), 3.88 (t, J - 6.6 Hz, 2H), 2.82 (t, J = 7.5 Hz, 2H), 
10 2.62-2.54 (m, 4H), 1.73-1.54 (m, 4H), 1.44-1.34 (m, 2H) 0 



(4) 

3-%/Utf*-y-5- [3- (4- (5-7^=-/^^/P^v') 7i 




COOH 



TLC : R f 0.28 {twfcjVK : y ^y— : @j&= 9 0:10:1) ; 
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NMR (DMSO-dfi) : 5 10.24 (s, 1H), 8.40 (d, J= 1.5 Hz, 2H), 8.12 (t, J = 1.5 Hz, 
1H), 7.27-7.11 (m, 7H), 6.82-6.77 (m, 2H), 3.87 (t, J = 6.6 Hz, 2H), 2.83 (t, J = 7.5 
Hz, 2H), 2.62-2.53 (m, 4H), 1.73-1.54 (m, 4H), 1.43-1.33 (m, 2H)„ 

5 gjfc«2 (5) 

2-^/1^^—5- [3- (4- (5-7*^^^)71 

^,v) -fxi^/jjvT^n Kim®. 




T L C : R f 0.42 a o zfr/UA : ^ * / — /V= 9:1) ; 
10 NMR (DMSO-de) : 8 13.00 (s, 1H), 9.99 (s, 1H), 8.17 (d, J = 2.4 Hz, 1H), 7.77 
(dd, J = 2.4, 8.4 Hz, 1H), 7.27 (d, J = 8.4 Hz, 1H), 7.30-7.15 (m, 5H), 7.12 (d, J = 8.7 
Hz, 2H), 6.81 (d, J = 8.7 Hz, 2H), 3.90 (t, J - 6.6 Hz, 2H), 2.83 (t, J = 7.5 Hz, 2H), 
2.60-2.40 (m, 4H), 2.37 (s, 3H), 1.80-1.60 (m, 4H), 1.50-1.40 (m, 2H)„ 

15 Hjfe^J3 

3- [3- (4- (5-71-/^^/^^) 7x-;v) "fxv*/4 
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5 TLC : R f 0.38 : / ? ;U=9 : 1) ; 

NMR (DMSO-dg) : 5 13.04-12.80 (br, 1H), 10.05 (s, 1H), 8.19 (s, 1H), 7.79 (d, 
J = 7.8 Hz, 1H), 7.58 (d, J = 7.8 Hz, 1H), 7.38 (t, J = 7.8 Hz, 1H), 7.28-7.10 (m, 7H), 
6.79 (d, J = 8.4 Hz, 2H), 3.88 (t, J = 6.6 Hz, 2H), 2.82 (t, J - 7.6 Hz, 2H), 2.56 (t, J - 
7.6 Hz, 4H), 1.76-1.30 (m, 6H)„ 

10 

mmm3 m -3 (6) 

15 gdfcffl3 (1) 

3- [N— (t°Vi?^-2-J/U) (4- (5~:7^~/W< 




COOH 
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T L C : R f 0.52 n OTjvVA : * ? J —;V : 9 0:10:1) ; 

NMR (DMSO-d s ) : 6 8.66 (d, J = 5.2 Hz, 1H), 8.26-8.12 (br, 1H), 7.88-7.82 (m, 
2H), 7.68-7.45 (m, 4H), 7.28-7.09 (m, 5H), 6.93 (d, J = 8.8 Hz, 2H), 6.73 (d, J= 8.8 
Hz, 2H), 5. 10 (s, 2H), 3.86 (t, J = 6.4 Hz, 2H), 2.78-2.67 (m, 2H), 2.56 (t, J = 7.6 Hz, 
2H), 2.43-2.26 (br, 2H), 1.75-1.30 (m, 6H) 0 



(2) 

3-^bp-5- [3- (4- ^-^-/W^^vl^^) y^jV) 




T L C : R f 0.33 po*M : ^ ^ / — 9:1) ; 

NMR (DMSO-cQ : 5 10.24 (s, 1H), 8.03-7.99 (m, 2H), 7.53 (t, J = 1.8 Hz, 1H), 
7.27-7.10 (m, 7H), 6.79 (d, J = 8.4 Hz, 2H), 3.87 (t, J = 6.6 Hz, 2H), 2.82 (t, J = 7.8 
Hz, 2H), 2.61-2.54 (m, 4H), 1.73-1.54 (m, 4H), 1.44-1.34 (m, 2H)„ 

(3) 

2- (^rjUft}) ^-4-4*) -5 - [3- (4- (S-^^/W^^ 
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TLC : R f 0.54 p n tJvVA : y * / — /W= 9:1) ; 

NMR (DMSO-d 6 ) : 5 10.10 (s, 1H), 8.18 (d, J = 2.4 Hz, 1H), 7.87 (dd, J = 8.7, 
2.4 Hz, 1H), 7.62 (d, J = 8.7 Hz, 1H), 7.27-7.10 (m, 7H), 6.82-6.77 (m, 2H), 3.88 (t, J 
= 6.6 Hz, 2H), 3.78-3.75 (m, 4H), 3.02-2.99 (m, 4H), 2.82 (t, J = 7.5 Hz, 2H), 2.56 (t, 
J = 7.5 Hz, 4H), 1.76-1.54 (m, 4H), 1.44-1.34 (m, 2H) 0 



HjfeM3 (4) 

2- (if a U v 5 ^- 1 -> O^) -5- [3- (4- (5-7au-/ls^><7- 




T L C : R f 0.47 n p jfr/WA : y ^ / — /V= 9:1) ; 

NMR (DMSO-dj) : 5 9.86 (s, 1H), 7.92 (d, J = 2.4 Hz, 1H), 7.66 (dd, J = 9.0, 2.4 
Hz, 1H), 7.27-7.09 (m, 8H), 6.79 (d, J = 9.0 Hz, 2H), 3.88 (t, J = 6.6 Hz, 2H), 3.15 (t, 
J = 6.6 Hz, 4H), 2.81 (t, J = 7.5 Hz, 2H), 2.59-2.52 (m, 4H), 1.92 (t, J = 6.6 Hz, 4H), 
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1.74-1.54 (in, 4H), 1.44-1.34 (m, 2H) 0 
mi® 3 (5) 

6- [3- (4- (5 -7 x~/l"<>"?/Uj-*i/) zfv^/J 




T L C : R f 0.38 (^bp tfc/VJ* : ^ J — /v= 9:1) ; 

NMR (DMSO-dg) : 5 10.76 (s, 1H), 8.28 (d, J = 8.4 Hz, 1H), 7.94-7.88 (m, 1H), 
7.71 (dd, J = 7.5 Hz, 0.9 Hz, 1H), 7.27-7.10 (m, 7H), 6.81-6.77 (m, 2H), 3.88 (t, J = 
10 6.6 Hz, 2H), 2.81 (t, J= 8.1 Hz, 2H) 2.66 (t, J = 8.1 Hz, 2H), 2.56 (t, J = 7.5 Hz, 2H), 
1.73-1.54 (m, 4H), 1.44-1.34 (m, 2H). 0 

(6) 

2- [3- (4- {5-7 ^~;l"<l/J-;V3r**s) ~7 
15 ^7 5;] t°y 




TLC : R f 0.15 (^PD/fc/UA : *?J— jU=9 : 1) ; 
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NMR (DMSO-d s ) : 5 10.67 (s, 1H), 8.56 (s, 1H), 8.43 (dd, J = 5.1 Hz, 0.6 Hz, 
1H), 7.47 (dd, J = 5.1 Hz, 1.5 Hz, 1H), 7.27-7.09 (m, 7H), 6.82-6.77 (m, 2H), 3.88 (t, 
J = 6.6 Hz, 2H), 2.81 (t, J = 7.2 Hz, 2H) 2.66 (t, J = 7.2 Hz, 2H), 2.56 (t, J = 8.4 Hz, 
2H), 1.73-1.54 (m, 4H), 1.44-1.34 (m, 2H) 0 

5 

4-^ n n- 3 - [3- (4- (5-7x^;^yf/^^r>') 




10 ##«T*®H£Lfoft;-^ (2 4 9mg) <D*J**^S (2ml) 
3-7$;-4-^cnggfi (l 7 lmg) N t°y^i/ (0.07m 1 ) 
x.7c 0 2 B#fgJ3t^L7t 0 gM^tlNiilrJDx, KrftL 

(3 4 2mg) &#fco 
15 TLC : R f 0.35 (^od^I/A : — ;W= 9 : 1) ; 

NMR (DMSO-ds) : 5 13.30-13.05 (br, 1H), 9.58 (s, 1H), 8.26 (d, J = 2.0 Hz, 1H), 
7.68 (dd, J = 8.4, 2.0 Hz, 1H), 7.57 (d, J = 8.4 Hz, 1H), 7.29-7.12 (m, 7H), 6.80 (d, J 
= 8.4 Hz, 2H), 3.89 (t, J = 6.4 Hz, 2H), 2.84 (t, J = 6.6 Hz, 2H), 2.70-2.53 (m, 4H), 
1.76-1.31 (m, 6H) 0 

20 

IMMi (1) -4 (10) 
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iiii (i) 

5 4-p<^i/-3- [3- (4- 




T L C : R f 0.44 n a /fc^A : ^ ^ / — /l^= 9:1) ; 
NMR (DMSO-dfi) : 6 12.74-12.52 (br, 1H), 9.16(s, 1H), 8.55 (d, J = 2.0 Hz, 1H), 
10 7.66 (dd, J = 8.6, 2.0 Hz, 1H), 7.28-7.06 (m, 8H), 6.80 (d, J - 8.6 Hz, 2H), 3.92-3.86 
(m, 5H), 2.81 (t, J = 7.0 Hz, 2H), 2.69-2.53 (m, 4H), 1.77-1.31 (m, 6H) 0 

fflfcffli (2) 

2-tKo^-5- [3- (4- {§-7 *.~)V<l/=?'jV$r$r%/) 7i 
15 ~7n^J 4 frTKJ] SHI 
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T L C : R f 0.38 uu Tfr/UA. : * $ J : RflN 9 0:10:1) ; 

NMR (DMSO-dfi) : 5 9.82 (s, 1H), 8.06 (d, J = 2.6 Hz, 1H), 7.62 (dd, J = 8.8, 2.6 
Hz, 1H), 7.28-7.08 (m, 7H), 6.87 (d, J = 8.8 Hz, 1H), 6.79 (d, J = 8.6 Hz, 2H), 3.89 (t, 
J = 6.4 Hz, 2H), 2.81 (t, J = 7.4 Hz, 2H), 2.60-2.51 (m, 4H), 1.76-1.31 (m, 6H) D 



2-^^-5- [3- (4- (5-7x5A^yf^W) 7cc^/V) 




T L C : R f 0.36 a P /jvl'J* : * y — ;V= 9:1) ; 

NMR (DMSO-d s ) : 5 12.96-12.56 (br, 1H), 9.93 (s, 1H), 8.04 (d, J = 2.2 Hz, 1H), 
7.64 (dd, J = 8.2, 2.2 Hz, 1H), 7.28-7.09 (m, 8H), 6.79 (d, J = 8.6 Hz, 2H), 3.88 (t, J - 
6.4 Hz, 2H), 2.81 (t, J = 7.4 Hz, 2H), 2.60-2.53 (m, 4H), 2.42 (s, 3H), 1.76-1.30 (m, 
6H) 0 

WJ4 (4) 

2-7^n- 5 - [3- (4- (5-7i=;^yf^^r^ 
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T L C : R f 0.49 (^cn : * ? / — jv : ffi^|= 9 0:10:1) ; 

NMR (DMSO-d 6 ) : 6 13.38-13.08 (br, 1H), 10.05 (s, 1H), 8. 10 (dd, J = 6.8, 2.8 
Hz, 1H), 7.80-7.72 (m, 1H), 7.28-7.09 (m, 8H), 6.79 (d, J = 8.6 Hz, 2H), 3.88 (t, J = 
5 6.4 Hz, 2H), 2.82 (t, J = 7.1 Hz, 2H), 2.60-2.53 (m, 4H), 1.76-1.31 (m, 6H) 0 

IM4 (5) 

2-^pd-3- [3- (4- (5-7^=/^^^dr^) 7i=^) 



10 




COOH 



T L C : R f 0.25 n P Tft/VA : ^ ^ / — /U= 9:1) ; 
NMR (DMSO-d 6 ) : 5 13.64-13. 18 (br, 1H), 9.55 (s, 1H), 7.74 (dd, J = 7.8, 1.8 Hz, 
1H), 7.49 (dd, J = 7.8, 1.8 Hz, 1H), 7.35 (t, J = 7.8 Hz, 1H), 7.29-7.10 (m, 7H), 6.80 
(d, J = 8.6 Hz, 2H), 3.89 (t, J = 6.4 Hz, 2H), 2.83 (t, J = 6.9 Hz, 2H), 2.68-2.53 (m, 
15 4H), 1.77-1.32 (m, 6H) B 



g|jfeM4 (6) 
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2-~ hP-5- [3- (4- (5-7i=/^f/W^) 7x=/V) 




TLC :Rf 0.29 n p zft/l^ : ^ / —A' : ftife= 9 0:10:1) ; 
5 NMR (DMSO-d 6 ) : 5 10.54 (s, 1H), 8.01 (d, J= 8.7 Hz, 1H), 7.96 (d, J = 2.4 Hz, 
1H), 7.81 (dd, J = 8.7, 2.4 Hz, 1H), 7.27-7.10 (m, 7H), 6.82-6.77 (m, 2H), 3.87 (t, J = 
6.6 Hz, 2H), 2.83 (t, J = 7.5 Hz, 2H), 2.63 (t, J = 7.5 Hz, 2H), 2.56 (t, J - 7.5 Hz, 2H), 
1.73-1.54 (m, 4H), 1.44-1.33 (m, 2H) 0 

io mnw4 (7) 

2- (N, N-^^/VT^/) -5- [3- (4- (5-7i=;^y 




^CH 3 



T L C : R f 0.40 P P : * / — /V= 13:1) ; 

15 NMR (DMSO-tU : 6 10.30 (s, 1H), 8.31 (d, J = 2.7Hz, 1H), 8.00(dd, J = 2.7, 
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8.7 Hz, 1H), 7.73 (d, J = 8.7 Hz, 1H), 7.30-7.15 (m, 5H), 7.14 (d, J = 8.4 Hz, 2H), 
6.82 (d, J = 8.4 Hz, 2H), 3.90 (t, J = 6.9 Hz, 2H), 3.36 (t, J = 6.6 Hz, 2H), 3.34 (t, J = 
6.6 Hz, 2H), 2,90-2.80 (m, 2H), 2.60 (q, J - 7.5 Hz, 4H), 1.80-1.55 (m, 4H), 1.50- 
1.35 (m, 2H), 0.92 (t, J = 7.5 Hz, 6H) 0 



iiii (8) 

2- (2, :/-4-^) -5 - [3- (4- (5 




CH 3 



T L C : R f 0.42 n a \ J —;V= 9:1) ; 

NMR (DMSO-d 6 ) : 5 10.11 (s, 1H), 8.18 (d, J = 2.7 Hz, 1H), 7.87 (dd, J= 8.7, 
2.7 Hz, 1H), 7.60 (d, J = 8.7 Hz, 1H), 7.27-7.10 (m, 7H), 6.82-6.77 (m, 2H), 3.88 (t, J 
= 6.6 Hz, 2H), 3.77-3.68 (m, 2H), 2.95 (d, J - 10.8 Hz, 2H), 2.82 (t, J = 7.5 Hz, 2H), 
2.66 (t, J = 10.8 Hz, 2H), 2.56 (t, J = 7.5 Hz, 4H), 1.73-1.54 (m, 4H), 1.44-1.34 (m, 
2H), 1.12 (d, J = 6.0Hz,6H)„ 

2- (N-7tf/U75y) -5 - [3- (4- (5-7^=/^^^ 
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H 



T L C : R f 0.44 n n jft/VA : ? ? J — ,v : g|&= 9 0:10:1) ; 

NMR (DMSO-dfi) : 6 10.86 (s, 1H), 9.96 (s, 1H), 8.31 (d, J = 9.0 Hz, 1H), 8.24 
5 (d, J - 2.7 Hz, 1H), 7.69 (dd, J - 9.0, 2.7 Hz, 1H), 7.27-7.09 (m, 7H), 6.79 (d, J = 8.4 
Hz, 2H), 3.88 (t, J = 6.6 Hz, 2H), 2.81 (t, J = 7.5 Hz, 2H), 2.59-2.49 (m, 4H), 2.08 (s, 
3H), 1.73-1.54 (m, 4H), 1.44-1.34 (m, 2H)„ 

HASH 4 (1 0) 

10 2- (N, N-^W^/) -5- [3- (4- (5-7x.~;V^ 




I 

CH 3 



T L C : R f 0.41 n n : ^ * / — /V : gfc&= 9 0:10:1) ; 

NMR (DMSO-ds) : 5 10.33 (s, 1H), 8.25 (d, J = 2.7 Hz, 1H), 7.94 (dd, J = 9.0, 
15 2.7 Hz, 1H), 7.81 (d, J = 9.0 Hz, 1H), 7.27-7.10 (m, 7H), 6.81-6.77 (m, 2H), 3.87 (t, J 
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= 6.6 Hz, 2H), 2.96 (s, 6H), 2.82 (t, J = 7.8 Hz, 2H), 2.61-2.53 (m, 4H), 1.73-1.54 (m, 
4H), 1.43-1.33 (m, 2H) 0 

5 4- [3- (4- (5 -y ^;V^y^-;Vir^-i/) 7i=^) 7° 




&%M2X*WtLtcikG-!%) (2 8 9m g) (D"rYy^Ynyyy (5ml) 

®m\z. ^ y ^ /vt $ y (0.27m 1 ) sr^fc m&m^mT, tun*? 
10 (0.09ml) *Mz.tc 0 m&mzi oftmim^tcm, m&mK*?- 

/U 4-75 / t°U v f ^-2-^/P^>v'l/- h (145mg) ©7(>7t 
Ka77y (5ml) ^^P^fCo RM^%2 0WLfto KJM 

U ft^^T'fcS*HP^^ (4 9 4mg) &#fc 0 
15 ^blctltSrir^LC ^«l^^fc, 

4- [3- (4- (5 -y ^—/v^i/^/v***/) y yu/tjj 
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TLC : R f 0.11 (^nc*M : — /P= 9 : 1) ; 

5 NMR (DMSO-de) : 8 10.51 (s, 1H), 8.49 (d, J = 5.4 Hz, 1H), 8.23 (d, J = 2. 1 Hz, 
1H), 7.76 (dd, J = 5.4 Hz, 2.1 Hz, 1H), 7.27-7.10 (m, 7H), 6.79 (d, J = 8.4 Hz, 2H), 
3.87 (t, J = 6.6 Hz, 2H), 2.83 (t, J = 7.5 Hz, 2H) 2.63 (t, J = 7.5 Hz, 2H), 2.56 (t, J = 
7.5 Hz, 2H), 1.73-1.54 (m, 4H), 1.44-1.33 (m, 2H) 0 

10 ^MJ7 

2 n p- 5 - [3- (2-p< (5-7x^ 




3- [2-^ h^rv--4- (5-7i=/K>f/^i') 7i^/l^] 7" 
15 o/^S(3 4 2mg) x l-^/U-3- [3- (v^^/UT^/) Zfn 

tr/u] tA^i?* 5 k • (288mg) s i-tKn h y 

7y-A" lTKfP^I (I5 3mg) , v^^/MvKkT^ K (5ml) £>2t 
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fT-fr 2-^an-5-7^^/x-f (2 6 5mg) t h 
y^;U7$> (0.7ml) 4rJn*.£„ RjfcS^tofcU ^ fVKT ^ / t° y i> 

v (5o mg ) &m*.it 0 -nfeji^ufco atsa^w 

fb^t) ( 3 o o m g ) <Sr#fc D 

T L C : R f 0.54 : ^m^;V= 2:1) ; 

10 NMR (CDC1 3 ) : 5 7.84 (d, J = 2.4 Hz, 1H), 7.64 (dd, J - 2.4, 8.7 Hz, 1H), 7.36 
(d, J = 8.7 Hz, 1H), 7.30-7.15 (m, 5H), 7.05 (d, J - 8.4 Hz, 1H), 6.45 (d, J = 2.4 Hz, 
1H), 6.39 (dd, J = 2.4, 8.4 Hz, 1H), 3.93 (t, J = 6.6 Hz, 2H), 3.91 (s, 3H), 3.81 (s, 3H), 
2.95 (t, J = 7.2 Hz, 2H), 2.64 (t, J = 7.5 Hz, 2H), 2.62 (t, J = 7.5 Hz, 2H), 1.85-1.45 
(m, 6H)„ 

15 

iiii (i) -7 (i i) 

i^jl^frSr^ 3- [2-^h^ri/-4- (5-7s=Myf^^) 7 
3SffiflU7 (1) 

2-^PP-5- [3- (2-^5vV—4- (5 -7^— 
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T L C : R f 0.53 (^3rf->- : ffi%fc^*j-;V= 2:1) ; 
NMR (CDC1 3 ) : 5 7.85 (m, 1H), 7.65-7.15 (m, 8H), 7.05-7.00 (m, 1H), 6.75-6.60 
(m, 2H), 3.90 (s, 3H), 3.95-3.85 (m, 2H), 3.00-2.90 (m, 2H), 2.70-2.50 (m, 4H), 2.28 
5 (s, 3H), 1.85-1.60 (m, 4H), 1.60-1.50 (m, 2H) C 



iM7 (2) 

tfjV 2 P P- 5 - [3- (2-7/^P-4- ( 5 -7^—/^ 



10 




T L C : R f 0.57 (^^rf-^ : f^aifvV= 2:1) ; 

NMR (CDC1 3 ) : 8 7.87 (d, J = 2.7 Hz, 1H), 7.64 (dd, J = 2.7, 8.7 Hz, 1H), 7.37 
(d, J = 8.7 Hz, 1H), 7.30-7.10 (m, 6H), 6.65-6.55 (m, 2H), 3.92 (s, 3H), 3.90 (t, J = 
6.6 Hz, 2H), 3.05-2.95 (m, 2H), 2.66-2.60 (m, 4H), 1.90-1.50 (m, 6H)„ 

15 

§gjjffi]7 (3) 

t^-fr 2-t Y*i/%jVi$—tV- 5- [3- (2-^^71^-4- (5- 
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T L C : R f 0.26 : gt=^c^vU= 2:1) ; 

NMR (CDC1 3 ) : 8 7.77-7.66 (m, 3H), 7.31-7.15 (m, 6H), 7.04 (d, J = 8.4Hz, 1H), 
5 6.71 (d, J = 2.7 Hz, 1H), 6.66 (dd, J = 8.4, 2.7 Hz, 1H), 3.93-3.87 (m, 8H), 2.98 (t, J = 
7.5 Hz, 2H), 2.64 (t, J = 7.5 Hz, 2H), 2.60 (t, J = 7.5 Hz, 2H), 2.29 (s, 3H), 1.84-1.64 
(m,4H), 1.55-1.45 (m,2H) D 

»J7 (4) 

10 2-^ h^*/>5j?^/l/- 5- [3- (2-7/^a-4- (5 




T L C : R f 0.33 (^^f-^^ : jf£|fe:r^vu= 2:1) ; 
NMR (CDC1 3 ) : 5 7.78-7.69 (m, 3H), 7.35 (s, 1H), 7.30-7.08 (m, 6H), 6.61-6.56 
15 (m, 2H), 3.92-3.87 (m, 8H), 2.99 (t, J = 7.5 Hz, 2H), 2.67-2.61 (m, 4H), 1.84-1.64 (m, 
4H), 1.54-1.44 (m,2H) 0 
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mMM7 (5) 

**?)\> 2-t h*f1>A'ti—A'-5- [3- b*i/-4- (5 




OOCH 3 
:OOCH 3 



T L C : R f 0.25 (^l^ : g^:rfvV= 2:1) ; 

NMR (CDCI3) : 5 7.77-7.66 (m, 3H), 7.39 (bs, 1H), 7.31-7.15 (m, 5H), 7.04 (d, 
J = 8.1 Hz, 1H), 6.44 (d, J = 2.4 Hz, 1H), 6.39 (dd, J = 8.1, 2.4 Hz, 1H), 3.92 (t, J = 
6.6 Hz, 2H), 3.89 (s, 3H), 3.87 (s, 3H), 3.79 (s, 3H), 2.95 (t, J = 7.5 Hz, 2H), 2.67- 
10 2.61 (m, 4H), 1.85-1.65 (m, 4H), 1.56-1.45 (m, 2H) 0 



Ifelfcfltj7 (6) 

*?7V 2-^ b^i/*/^=7^-5- [3- (3-^ (5 



15 




T L C : R f 0.14 C^U"^ : RRct^= 2:1) ; 
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NMR (CDCI3) : 6 7.76-7.64 (m, 3H), 7.41 (s, 1H), 7.30-7.15 (m, 5H), 6.80-6.71 
(m, 3H), 3.97 (t, J = 6.6 Hz, 2H), 3.89 (s, 3H), 3.87 (s, 3H), 3.80 (s, 3H), 2.98 (t, J = 
7.5 Hz, 2H), 2.67-2.60 (m, 4H), 1.90-1.80 (m, 2H), 1.74-1.63 (m, 2H), 1.54-1.44 (m, 
2H) 0 

^M#iJ7 (7) 

^^■/W 2-^PP-5- [3- (3-^b^r-^-4- (5 -7;n-/W< 




10 T L C : R f 0.57 (^f-^ : RsR:e*71/=» 2 : 1 ) „ 
SHfeW7 (8) 

^^/V 2-;* h^#;kJj?=/V-5- [3- (4- (4-7i=^f 



15 




TLC : R f 0.42 (^M^ : RE*jc9v1/= 2 : 1) ; 
NMR (CDCI3) : 8 7.76-7.64 (m, 3H), 7.33-7.09 (m, 8H), 6.84-6.79 (m, 2H), 
3.96-3.92 (m, 2H), 3.88 (s, 3H), 3.87 (s, 3H), 2.98 (t, J = 7.5 Hz, 2H), 2.70-2.61 (m, 
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4H), 1.82-1.78 (m, 4H) 0 

mmM7 o) 

*?-;V 2-t h*i'$A'tf~A'- 5- [3- (4- (6~y^^ju^ 




TLC : R f 0.48 (^3rf->- : BM^^= 2 : 1) ; 
NMR (CDC1 3 ) : 5 7.77-7.64 (m, 3H), 7.31-7.09 (m, 8H), 6.84-6.79 (m, 2H), 
3.93-3.87 (m, 8H), 2.98 (t, J = 7.5 Hz, 2H), 2.66-2.59 (m, 4H), 1.81-1.61 (m, 4H), 
10 1.53-1.34 (m, 4H) 0 



**«7 (10) 

/^/Is 2-^ p a- 5 - [3- (4- (5-7^=/^^/^^-) 7 



15 




T L C : R f 0.48 (^ri^ : f^^^= 2:1) ; 
NMR (CDC1 3 ) : 8 7.86 (d, J = 2.7 Hz, 1H), 7.61 (dd, J = 2.7, 8.7 Hz, 1H), 7.37 
(d, J = 8.7 Hz, 1H), 7.30-7.05 (m, 9H), 3.92 (s, 3H), 3.01 (t, J = 7.5 Hz, 2H), 2.88 (t, J 
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= 7.5 Hz, 2H), 2.64 (t, J = 7.5 Hz, 2H), 2 .59 (t, J = 7.5 Hz, 2H), 1.70-1.40 (m, 6H) 0 
£%0il7 (11) 

fT-As 2-? nv- 5 - [3- (4- ( 5 -7x^yW ^ / ) 
5 i/n/V-f^TS/] h 




T L C : R f 0.42 (v^ pp^V; f£^c^yk= 9:1) ; 
NMR (CDC1 3 ) : 5 7.84 (d, J = 2.7 Hz, 1H), 7.58 (dd, J = 8.7, 2.7 Hz, 1H), 7.36 
(d, J = 8.7 Hz, 1H), 7.31-7.16 (m, 5H), 7.04-7.00 (m, 3H), 6.57-6.52 (m, 2H), 3.91 (s, 
10 3H), 3.08 (t, J = 6.9 Hz, 2H), 2.93 (t, J = 7.5 Hz, 2H), 2.65-2.58 (m, 4H), 1.72-1.39 
(m,6H) 0 

2-^PP-5- [3- (2-^ h^->-4- (5-7^=/W^/W^- 
15 ^ix) 7^^/V) ^P^V^/l^T^/] 
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TLC : R f 0.35 (^PP^A : *$J— JU=9 • 1) ; 

NMR (DMSO-d 6 ) : 8 13.25 (s, 1H), 10.11 (s, 1H), 8.07 (d, J = 2.4 Hz, 1H), 7.71 
5 (dd, J = 2.7, 8.7 HZ, 1H), 7.44 (d, J = 8.7 HZ, 1H), 7.30-7. 10 (m, 5H), 7.01 (d, J = 8.4 
Hz, 1H), 6.49 (d, J = 2.4 Hz, 1H), 6.40 (dd, J = 2.4, 8.4 Hz, 1H), 3.91 (t, J = 6.3 Hz, 
2H), 3.76 (s, 3H), 2.85-2.70 (m, 2H), 2.65-2.50 (m, 4H), 1.80-1.60 (m, 4H), 1.50-1.40 
(m,2H) 0 

10 ^Ife^l8 (1) -8 (1 1) 

mmi\7x»mm^tz.iY>&m(Dftfr*)\^ nmm7 cu ~7 (id -esg 

5fttfcflS*»«rffiV^T, Httffl8&N*0ilff3$rU #Tfc*Lfc#»Wfl: 

15 »«8 (1) 

2-^PP-5- [3- (2- 4- (5-7 ^—/^yJ-ZUtt 




T L C : R f 0.26 u u ^/VA : * ? / — /V= 9:1) ; 
20 NMR (DMSO-cU : 5 13.35 (s, 1H), 10.15 (s, 1H), 8.08 (d, J = 2.7 Hz, 1H), 7.72 
(dd, J = 2.7, 8.7 Hz, 1H), 7.45 (d, J = 8.7 Hz, 1H), 7.30-7.10 (m, 5H), 7.04 (d, J = 8.4 
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Hz, 1H), 6.71 (d, J = 2.7 Hz, 1H), 6.65 (dd, J - 2.7, 8.4 Hz, 1H), 3.89 (t, J = 6.6 Hz, 
2H), 2.82 (t, J = 7.8 Hz, 2H), 2.60-2.50 (m, 4H), 2.26 (s, 3H), 1.80-1.60 (m, 4H), 
1.50-1.40 (m, 2H) 0 



£ffiflj|8 (2) 

^^•/P 2-^nn-5- [3- 4- (5 




T L C : R f 0.22 n n : / p y —ju= 9:1) ■ 

NMR (DMSO-d 6 ) : 6 13.35 (s, 1H), 10.17 (s, 1H), 8.06 (d, J = 2.7 Hz, 1H), 7.70 
(dd, J = 2.7, 8.7 Hz, 1H), 7.44 (d, J - 8.7 Hz, 1H), 7.30-7.10 (m, 6H), 6.73 (dd, J - 
2.7, 12.6 Hz, 1H), 6.67 (dd, J = 2.1, 8.4 Hz, 1H), 3.92 (t, J = 6.3 Hz, 2H), 2.85 (t, J = 
7.2 Hz, 2H), 2.59 (t, J = 7.5 Hz, 4H), 1.80-1.60 (m, 4H), 1.55-1.40 (m, 2H)„ 



(3) 

2-^45*5^-5- [3- (2-^^-4- (5-7i-;K^ 

*-*$/) /p/v-f^r?;] 
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T L C : R f 0.46 Dn*;l/i» : ^ ? J —>V • Wfflt= 9:1:1) ; 

NMR (DMSO-d*) : 8 10.23 (s, 1H), 7.84-7.83 (m, 1H), 7.72-7.66 (m, 2H), 
7.27-7. 1 1 (m, 5H), 7.02 (d, J = 8. 1 Hz, 1H), 6.69 (d, J = 2.4 Hz, 1H), 6.63 (dd, J = 8. 1, 
5 2.4 Hz, 1H), 3.86 (t, J = 6.6 Hz, 2H), 2.80 (t, J = 7.5 Hz, 2H), 2.59-2.52 (m, 4H), 2.24 
(s, 3H), 1.73-1.54 (m, 4H), 1.43-1.33 (m, 2H) 0 

(4) 

2-#/l^3ri/-5- [3- (2-7/^n-4- (5 -^az—zWO^- 




T L C : R f 0.37 (^dp tfcAVi* : p< ^ / —/V : Bftg= 9:1:1) ; 
NMR (DMSO-de) : 8 10.25 (s, 1H), 7.82 (s, 1H), 7.67 (s, 2H), 7.27-7.11 (m, 6H), 
6.75-6.64 (m, 2H), 3.90 (t, J = 6.6 Hz, 2H), 2.83 (t, J = 7.5 Hz, 2H), 2.62-2.54 (m, 
.15 4H), 1.73-1.54 (m, 4H), 1.43-1.33 (m, 2H) 0 

(5) 
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5- [3- (2-^1-^-4- (5 -7 ^-/l"<y?- 
y^jV) -fxirtj 4 )V7 * /] 




T L C : R f 0.38 P P jM/A : ^ / — : gj^= 9:1:1) ; 
5 NMR (DMSO-^) : 8 10.19 (s, 1H), 7.83 (d, J = 1.2 Hz, 1H), 7.72-7.65 (m, 2H), 
7.28-7.11 (m, 5H), 7.00 (d, J = 8.4 Hz, 1H), 6.47 (d, J = 2.1 Hz, 1H), 6.38 (dd, J = 8.4, 
2.1 Hz, 1H), 3.89 (t, J = 6.3 Hz, 2H), 3.74 (s, 3H), 2.77 (t, J = 7.5 Hz, 2H), 2.59-2.49 
(m, 4H), 1.74-1.55 (m, 4H), 1.45-1.34 (m, 2H) D 

10 HjjfefllS (6) 

2-#/M*>v-5- [3- (5-7 ^;v<yj- 




T L C : R f 0.33 n n : ^ <? S —;V : 9:1:1) ; 

15 NMR (DMSO-d 6 ) : 5 10.24 (s, 1H), 7.83 (s, 1H), 7.72-7.66 (m, 2H), 7.27-7.11 
(m, 5H), 6.80 (d, J = 7.8 Hz, 2H), 6.69 (dd, J = 8.1, 1.8 Hz, 1H), 3.85 (t, J = 6.6 Hz, 
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2H), 3.68 (s, 3H), 2.83 (t, J = 7.5 Hz, 2H), 2.63-2.54 (m, 4H), 1.73-1.54 (m, 4H), 
1.44-1.34 (m,2H) 0 

mm (7) 

5 2-^PD-5 - [3- (3-;*h^-4- (5-7i=;Kyf;l/t 




T LC : R f 0.24 a n/J^W* : ^ ^ / — jV= 9:1) ; 

NMR (DMSO-d 6 ) : 5 10.16 (s, 1H), 8.08 (d, J = 2.7 Hz, 1H), 7.72 (dd, J = 2.7, 
10 8.7 Hz, 1H), 7.45 (d, J = 8.7 Hz, 1H), 7.30-7.15 (m, 5H), 6.83 (d, J = 2.1 Hz, 1H), 
6.82 (d, J =8.1 Hz, 1H), 6.71 (dd, J = 2.1, 8.1 Hz, 1H), 3.88 (t, J = 6.3 Hz, 2H), 3.71 
(s, 3H), 2.90-2.80 (m, 2H), 2.65-2.55 (m, 4H), 1.80-1.55 (m, 4H), 1.50-1.40 (m, 2H) Q 

(8) 

15 2-#/M?=3rV- 5- [3- (4- (4 - 7 %/) 7^ — 




TLC : R f 0.23 cr o /JWA : ^ — ;U : 9:1:1) ; 
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NMR (DMSO-d 6 ) : 5 10.23 (s, 1H), 7.83 (s, 1H), 7.71-7.65 (m, 2H), 7.28-7.10 
(m, 7H), 6.80 (d, J - 8.7 Hz, 2H), 3.91 (t, J - 6.0 Hz, 2H), 2.82 (t, J = 7.5 Hz, 2H), 
2.62-2.57 (m, 4H), 1.72-1.63 (m, 4H) 0 

5 (9) 

2 5- [3- (4- (6 -y ^^;V^-y;v^-y) y ^ 




T L C : R f 0.23 tm^A : : 9:1:1) ; 

10 NMR (DMSO-d 6 ) : 5 10.23 (s, 1H), 7.84 (s, 1H), 7.72-7.66 (m, 2H), 7.26-7.10 
(m, 7H), 6.79 (d, J = 8.4 Hz, 2H), 3.87 (t, J = 6.6 Hz, 2H), 2.82 (t, J = 7.5 Hz, 2H), 
2.62-2.52 (m, 4H), 1.69-1.51 (m, 4H), 1.45-1.25 (m, 4H) 0 

1ML§ (1 0) 

15 2-^PP-5- [3- (4- (5-7^=/^^/^^-) 




T L C : R f 0.39 (fnu zft/i^A : ^ * / — /l/= 4:1) ; 
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NMR (DMSO-d s ) : 5 13.35 (s, 1H), 10.16 (s, 1H), 8.07 (d, J = 2.7 Hz, 1H), 7.70 
(dd, J = 2.7, 8.7 Hz, 1H), 7.44 (d, J = 8.7 Hz, 1H), 7.30-7.15 (m, 9H), 2.90 (t, J = 7.5 
Hz, 2H), 2.87 (t, J = 7.5 Hz, 2H), 2.61 (t, J = 7.5 Hz, 2H), 2.54 (t, J = 6.9 Hz, 2H), 
1.65-1.50 (m, 4H), 1.45-1.35 (m, 2H) G 

5 

gtt«8 (1 1) 

2-^np-5- [3- (4- (5-7i=;^yf/I/75/) 7^=^) 




10 T L C : R f 0.36 o a zjvl'A : y ^ y — ?V : gft&= 9 0:10:1) ; 
NMR (DMSO-d 6 ) : 5 10.30 (s, 1H), 8.06 (d, J = 2.7 Hz, 1H), 7.70 (dd, J = 8.7, 
2.7Hz, 1H), 7.42 (d, J = 8.7Hz, 1H), 7.33-7.11 (m, 9H), 3.17 (t, J = 8.1 Hz, 2H), 2.91 
(t, J = 7.5 Hz, 2H), 2.64 (t, J = 7.5 Hz, 2H), 2.53 (t, J = 7.5 Hz, 2H), 1.67-1.50 (m, 
4H), 1.36-1.26 (m, 2H) 0 

15 

mm 

3- [3- (4- (6-7^^7^drv^/k) 37^-,^) /n^V^^T^ 

y] 
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T^y-O-y^-h^ 3- [2-^ (5-7i=;W;V 
^-^r^) 7x=;v] ^n^V^CDftt>!9 i-, 3- [4- {Q-7 ^~;V^* 

TLC : R f 0.37 (^dd*M : t?;~-/u=9 : l) ; 
NMR (DMSO-d,) : 5 13.05-12.72 (br, 1H), 10.06 (s, 1H), 8.20-8.19 (m, 1H), 
7.81-7.76 (m, 1H), 7.61-7.55 (m, 1H), 7.38 (t, J = 7.8 Hz, 1H), 7.28-7.03 (m, 9H), 
10 2.86 (t, J = 7.4 Hz, 2H), 2.63-2.45 (m, 6H), 1.60-1.40 (br, 4H), 1.33-1.20 (br, 4H)„ 



1119 (1) -9 (?Q 

3- [4- (6 -^i^W^vvv) ~7^=.;v~] :/n/^^<Dft;b 9 fc % 

3- [3- (4- *fxi 
20 'Vf/WTS/] 
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COOH 



T L C : R f 0.44 n n 7$ijUJ* : / ? J —;v= 9:1) ; 

NMR (DMSO-d 6 ) : 8 12.90 (s, 1H), 10.05 (s, 1H), 8.19 (t, J = 1.6 Hz, 1H), 
7.81-7.76 (m, 1H), 7.60-7.55 (m, 1H), 7.38 (t, J = 7.9 Hz, 1H), 7.12 (d, J = 8.6 Hz, 
5 2H), 6.80 (d, J = 8.6 Hz, 2H), 3.87 (t, J = 6.4 Hz, 2H), 2.82 (t, J = 7.6 Hz, 2H), 2.57 (t, 
J = 7.6 Hz, 2H), 1.74-1.50 (br, 7H), 1.40-1.02 (m, 10H), 0.89-0.73 (m, 2H) 0 



10 



**«9 L2J 

2-^no-5- [3- (4- (4- (4- t^-fr? zc—fr) -f^/utt 

.0. 



H,C 




xx 



T L C : R f 0.24 a P tfvKA : ^ ^ / — ^= 9:1) ; 
NMR (DMSO-dg) : 5 13.30 (s, 1H), 10.15 (s, 1H), 8.07 (d, J = 2.7 Hz, 1H), 7.71 
(dd, J = 2.7, 8.7 Hz, 1H), 7.43 (d, J = 8.7 Hz, 1H), 7.13 (d, J =8.4 Hz, 2H), 7.07 (s, 
15 4H), 6.81 (d, J =8.4 Hz, 2H), 3.91 (m, 2H), 2.83 (t, J = 7.5 Hz, 2H), 2.65-2.55 (m, 
4H), 2.25 (s, 3H), 1.68 (m, 4H) C 



£lfegl]9 (3) 
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2-^np-5- [3- (4- (4- (4-* \>*i/y s.^;V>) -f^jVUr 




T L C : R f 0.41 a n ifr;VJ>> \ J —;V= 9:1) ; 

NMR (DMSO-cg : 8 13.35 (s, 1H), 10.14 (s, IB), 8.07 (d, J = 2.7 Hz, 1H), 7.71 
(dd, J = 2.7, 8.7 Hz, 1H), 7.44 (d, J = 8.7 Hz, 1H), 7.15-7.05 (m, 4H), 6.85-6.80 (m, 
4H), 3.92 (t, J = 6.0 Hz, 2H), 3.71 (s, 3H), 2.84 (t, J - 7.5 Hz, 2H), 2.65-2.50 (to, 4H), 
1.70-1.65 (m,4H)o 

ggjfeffll9 (4) 

2-^^>i/-5- [3- (4- (4- u-t h^yy^/u) 




.COOH 
COOH 



T L C : R f 0.29 P n yfc/VA : p< ^ / — /V ; B^= 13:1:1) ; 

NMR (DMSO-d^ : 6 10.24 (s, 1H), 7.84 (d, J = 2.7 Hz, 1H), 7.75-7.65 (m, 2H), 
7.13 (d, J = 9.0 Hz, 2H), 7.11 (d, J = 8.7 Hz, 2H), 6.83 (d, J = 9.0 Hz, 2H), 6.82 (d, J 
= 8.7 Hz, 2H), 3.92 (t, J = 6.0 Hz, 2H), 3.71 (s, 3H), 2.84 (t, J - 7.5 Hz, 2H), 2.61 (t, J 
= 7.8 Hz, 2H), 2.60-2.50 (m, 2H), 1.70-1.65 (m, 4H) 0 
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EMM 9 (5) 

2-^up-5- [3- h*Z/-4- (5- (t°U^y-4 — f 




5 TLC:Rf0.20 (^on*;I/A : ^^;-^:Hi=90 : 10 : 1) ; 
NMR (DMSO-ds) : 5 10.15 (s, 1H), 8.44-8.41 (m, 2H), 8.05 (d, J = 2.7 Hz, 1H), 
7.69 (dd, J = 8.7, 2.7 Hz, 1H), 7.43 (d, J - 8.7 Hz, 1H), 7.24-7.22 (m, 2H), 7.13-7.07 
(m, 2H), 6.81-6.77 (m, 2H), 3.88 (t, J = 6.6 Hz, 2H), 2.81 (t, J = 7.5 Hz, 2H), 2.62- 
2.54 (m, 4H), 1.74-1.57 (m, 4H), 1.44-1.33 (m, 2H) Q 

10 

(6) 

2, 3-^^ux2-5- [3- (4- (5-7«— /l^I^/V;*-^) 7 




15 TLC : R f 0.43 (^nn^A : : 0 : 1 0 : 1) ; 

NMR (DMSO-ds) : 5 13.86-13.50 (br, 1H), 10.28 (s, 1H), 8.04 (d, J = 2.7 Hz, 
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1H), 7.85 (d, J = 2.7 Hz, 1H), 7.27-7.09 (m, 7H), 6.79 (d, J = 8.7 Hz, 2H), 3.88 (t, J = 
6.6 Hz, 2H), 2.81 (t, J= 7.5 Hz, 2H), 2.60-2.54 (m, 4H), 1.73-1.54 (m, 4H), 1.44-1.38 
(m,2H)„ 



9 (7) 



2-p< h^r->-3-^/^>i/-5- [3- (4- ( 5 - 7 * =^W<1^ 




COOH 



COOH 



T L C : R f 0.43 n vfr/UA : ^ ^ /V : 9:1:1) ; 

10 NMR (DMSO-d 6 ) : 6 13.15-12.90 (br, 2H), 10.08 (s, 1H), 8.04 (s, 2H), 7.27-7.09 
(m, 7H), 6.79 (d, J = 8.7 Hz, 2H), 3.88 (t, J = 6.6 Hz, 2H), 3.74 (s, 3H), 2.81 (t, J = 
7.5 Hz, 2H), 2.59-2.52 (m, 4H), 1.73-1.54 (m, 4H), 1.44-1.34 (m, 2H) 0 



9 (8) 



15 2-=bn-5- [3- (3-^].^^_4_ ( 5 -/w^^j}- 
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TLC : R f 0.44 (^dptJn/^A : y*/ — ;V=A : 1) ; 
NMR (DMSO-dg) : 5 10.56 (s, 1H), 8.03 (d, J = 8.7 Hz, 1H), 7.99 (d, J = 2.4 Hz, 
1H), 7.83 (dd, J = 2.4, 8.7 Hz, 1H), 7.30-7.10 (m, 5H), 6.84 (d, J = 1.8 Hz, 1H), 6.83 
5 (d, J = 8. 1 Hz, 1H), 6.71 (dd, J = 1.8, 8.1 Hz, 1H), 3.88 (t, J = 6.6 Hz, 2H), 3.71 (s, 
3H), 2.95-2.80 (m, 2H), 2.80-2.50 (m, 4H), 1.80-1.60 (m, 4H), 1.50-1.40 (m, 2H)„ 

2-^uu-3- [3- (4- (5- (ft7sy-2-^;V) 
10 ^v^) 7x^) ^P/V'f^T^y] SJ&*S 




##mT5KgLfcft£fc©ft*>>H:\ 3- [4- (5- (7*7 

T L C : R f 0.53 n d /ftyVA : p< ^ y —/V : ftK= 9 0:10:1) ; 
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NMR (DMSO-tQ : 8 13.43-13.26 (br, 1H), 10.13 (s, 1H), 8.05 (d, J = 2.4 Hz, 
1H), 7.69 (dd, J = 8.7, 3.0 Hz, 1H), 7.43 (d, J = 8.7 Hz, 1H), 7.27 (dd, J = 5.1, 1.5 Hz, 
1H), 7.11 (d, J = 8.4 Hz, 2H), 6.90 (dd, J = 5.1, 3.3 Hz, 1H), 6.82-6.78 (m, 3H), 3.88 
(t, J = 6.6 Hz, 2H), 2.84-2.76 (m, 4H), 2.56 (t, J = 7.5 Hz, 2H) 1.74-1.59 (m, 4H), 
5 1.47-1.37 (m, 2H) 0 

M 0 (1) -1 0 (6) 

3- [4- (5- (ft7xV-2->f/V) ^l^/V*^) 7x=;V] 

^jjfeMlO (1) 

2-^PP-5- [ (6- (5-7^=/^^/l/^-^^) ^-7^v^_ 
15 2— (/U) *;^>7 5;] 




T L C : R f 0.51 (^ p n : ^ ? / — : @f=@|= 9 0:10:1) ; 

NMR (DMSO-d 6 ) : 8 10.49 (s, 1H), 8.52 (s, 1H), 8.13-7.83 (m, 5H), 7.40-7.11 
(m, 8H), 4.09 (t, J = 6.4 Hz, 2H), 2.60 (t, J = 7.2 Hz, 2H), 1.88-1.42 (m, 6H)„ 

20 

lilio (2) 
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2 P u- 5 - [3- (4- (5- (±-**f-JV7x.~;V) ^f-jV^- 




5 TLC : R f 0.31 (^np*/WA : ^/-,v=9 : i) ; 

NMR (DMSO-cQ : 5 13.36 (bra, 1H), 10.14 (s, 1H), 8.07 (d, J = 2.7 Hz, 1H), 
7.70 (dd, J = 2.7, 8.7 Hz, 1H), 7.43 (d, J = 8.7 Hz, 1H), 7.12 (d, J = 8.4 Hz, 2H), 7.06 
(s, 4H), 6.81 (d, J - 8.4 Hz, 2H), 3.89 (t, J = 6.6 Hz, 2H), 2.83 (t, J = 7.5 Hz, 2H), 
2.60-2.40 (m, 4H), 2.25 (s, 3H), 1.80-1.55 (m, 4H), 1.50-1.35 (m, 2H) 0 

10 

2 n n- 5 - [2-^^/1^-3- (4- (5-71=;^^;^ 




15 TLC : R f 0.36 (^np*;^ : ^=9 : 1) ; 

NMR (DMSO-ds) : 8 13.36 (s, 1H), 10.08 (s, 1H), 8.06 (d, J = 2.4 Hz, 1H), 7.70 
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(dd, J = 2.4, 8.7 Hz, 1H), 7.44 (d, J = 8.7 Hz, 1H), 7.30-7.15 (m, 5H), 7.09 (d, J = 8.7 
Hz, 2H), 6.70 (d, J = 8.7 Hz, 2H), 3.89 (t, J = 6.3 Hz, 2H), 2.88 (dd. J = 7.5, 12.9 Hz, 
1H), 2.75-2.65 (m, 1H), 2.58 (t, J = 7.5 Hz, 2H), 2.55-2.50 (m, 1H), 1.75-1.55 (m, 
4H), 1.45-1.35 (m, 2H), 1.07 (d, J = 6.9 Hz, 3H)„ 

IfeSfeMlO (4) 

2-^po-5- [3- (4- (4-7^=/V^f-7V^-=5r^) 7i=/V) 




10 TLC : R f 0.19 (^nW : ^/-A-=9 : 1) ; 

NMR (DMSO-d s ) : 5 13.30 (s, 1H), 10.15 (s, US), 8.07 (d, J = 2.7 Hz, 1H), 7.71 
(dd, J = 2.7, 8.7 Hz, 1H), 7.43 (d, J = 8.7 Hz, 1H), 7.30-7.15 (m, 5H), 7.13 (d, J = 8.7 
Hz, 2H), 6.82 (d, J = 8.7 Hz, 2H), 3.93 (m, 2H), 2.84 (t, J = 7.5 Hz, 2H), 2.65-2.55 (m, 
4H), 1.80-1.70 (m, 4H) 0 

15 

jijl 0 (5) 

2-^nn-5- [3- (4- ( 6 -^a-^^t*^) 7^=^) 
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T L C : R f 0.34 P o : ^ ^ / — A/- 9:1) ; 

NMR (DMSO-d 6 ) : 5 10.30 (s, 1H), 10.12 (s, 1H), 8.05 (d, J = 2.7 Hz, 1H), 7.69 
(dd, J = 2.7, 8.7 Hz, 1H), 7.42 (d, J = 8.7 Hz, 1H), 7.30-7.14 (m, 5H), 7.11 (d, J = 8.4 
Hz, 2H), 6.79 (d, J = 8.4 Hz, 2H), 3.87 (t, J = 6.6 Hz, 2H), 2.82 (t, J = 6.9 Hz, 2H), 
5 2.60-2.45 (m, 4H), 1 .70-1.50 (m, 4H), 1.50-1.20 (m, 4H) Q 



litl 0 (6) 

2-^pn-5- [3- (4- (5-7x y^f-jv^^y) y 

- (2E) -zfv^sjjvr^n %&mwt 



10 




T L C : R f 0.49 tJvuA : t« ^ / —A' : gfc@g= 9 0:10:1) ; 

NMR (DMSO-de) : 6 13.52-13.21 (br, 1H), 10.37 (s, 1H), 8.15 (d, J = 2.7 Hz, 
1H), 7.82 (dd, J = 8.7, 2.7 Hz, 1H), 7.56-7.46 (m, 4H), 7.28-7.12 (m, 5H), 6.96 (d, J = 
8.7 Hz, 2H), 6.61 (d, J = 15.9 Hz, 1H), 3.99 (t, J = 6.6 Hz, 2H), 2.58 (t, J = 7.5 Hz, 
15 2H) 1.78-1.56 (m, 4H), 1.45-1.33 (m, 2H) 0 

^jfe^J 1 1 

2-757-5- [3- (4- (5-7i=^yf/Vt*i') 
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HIi4 (6) "efiJtLfc-fb^tt (3 0 6mg) <DJ-9J-)V (5ml) 

mmz 5 %;<7 (63m g ) *mx.tc 0 Rj&m&&&frm#x 

$ (2 0 8mg) *r#fc„ 

TLC : Rf 0.30 (^UP*M : : 1) ; 

NMR (DMSO-d 6 ) : 8 9.55 (s, 1H), 8.80-8.10 (br, 2H), 7.88 (d, J = 2.7 Hz, 1H), 
10 7.40 (dd, J = 9.0, 2.7 Hz, 1H), 7.27-7.09 (m, 7H), 6.79 (d, J = 8.7, 2H), 6.65 (d, J = 
9.0 Hz, 1H), 3.88 (t, J = 6.6 Hz, 2H), 2.79 (t, J = 7.5 Hz, 2H), 2.56 (t, J = 7.5 Hz, 2H), 
2.49-2.44 (m, 2H), 1.74-1.54 (m, 4H), 1.44-1.34 (m, 2H) 0 

IMMjq (1) 

15 2-757-5- [3- (3-^b^-4- (6-7 aL—A'Of'A'* 
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TLC : R f 0.59 (^on*M : ^=4 : 1) ; 

5 NMR (DMSO-dfi) : 6 9.57 (s, 1H), 8.45 (brs, 2H), 7.90 (d, J = 2.7 Hz, 1H), 7.42 
(dd, J - 2.7, 8.7 Hz, 1H), 7.30-7.12 (m, 5H), 6,85-6.80 (m, 2H), 6.75-6.65 (m, 2H), 
3.88 (t, J = 6.3 Hz, 2H), 3.71 (s, 3H), 2.81 (t, J = 7.8 Hz, 2H), 2.59 (t, J - 7.8 Hz, 2H), 
2.52-2.45 (m, 2H), 1 80-1.60 (m, 4H), 1.50-1.40 (m, 2H) D 

10 gjjl 2 

^^•/V 2-^nn-5- [N-^^VW- 3- (4- {<o—y^~)\<"<l/ 




UMl (1) TKitUfc^*- (2 0 9mg) ©^^fMM75 K 
15 (2ml) mWrtC 0VX°6 3%frmiti- h V t? K (2 0mg) SrJpfcfc,, 
RlSS^feSr 0 °CT* 3 0 #ffiif # Lfc^ fcJ&m&mC 3 ( 3 

= 2 : 1) ICfcoTttfiU «T©»tttt«rW1-5*36Wft:^te (140m 
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g) 

T L C : R f 0.31 (^3rf-^ : gfc^x?vV= 1 : 1 ) 0 

mmm 1 3 

5 5- (4- (5 -^^n/W^^vM"^ 




10 fZo 

T L C : R f 0.44 n u fc/UJ» : ^ # J — )V- 17:3) ; 
NMR (DMSO-d,;) : 6 13.50 (s, 1H), 7.62 (d, J = 2.7 Hz, 1H), 7.56 (d, J = 8.4 Hz, 
1H), 7.39 (dd, J = 2.7, 8.4 Hz, 1H), 7.30-7.12 (m, 5H), 6.98 (brs, 2H), 6.76 (d, J - 8.4 
Hz, 2H), 3.89 (t, J = 6.3 Hz, 2H), 3.16 (s, 3H), 2.76-2.65 (m, 2H), 2.59 (t, J = 7.5 Hz, 
15 2H), 2.50-2.20 (m, 2H), 1.80-1.54 (m, 4H), 1.48-1.35 (m, 2H)„ 

1 4 

2-^a-5- [3- (4- {S-y^—JV^l/J-jVttZ/) 7x-;l/) 
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tf-jv 2-^nn-5-7 5^<y/x- b©ft;b*?fc:> 5-757- 
2-^po^yX7 5K^ 3- [2-^ (5 -7 a^=-j\"<l/ 

T L C : R f 0.58 n n : ^ ^ 7 — yV= 9:1) ; 

NMR (DMSO-ds) : 8 7.83 (s, 1H), 7.67 (d, J = 3.0 Hz, 1H), 7.61-7.55 (m, 2H), 
7.35 (d, J = 8.7 Hz, 1H), 7.27-7.09 (m, 8H), 6.82-6.77 (m, 2H), 3.88 (t, J = 6.6 Hz, 
10 2H), 2.81 (t, J = 7.5 Hz, 2H) 2.56 (t, J = 7.5 Hz, 4H), 1.74-1.55 (m, 4H), 1.44-1.34 (m, 
2H) 0 

Hfi«14 (1) 4 (2) 

ggjfcffj 14(1) 

3- [3- (4- (5--7^-/l^<y<f-/Usi-3ri/) 7 ^z=-)V) 7°x2/</s( 

;>7 5;] $ K 
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T L C : R f 0.44 n n jfc/VA \ *9 / — /V= 9:1) ; 
NMR (DMSO-d 6 ) : 5 10.03 (s, 1H), 8.00 (s, 1H), 7.94-7.84 (br, 1H), 7.74 (d, J 
= 8.8 Hz, 1H), 7.49 (d, J = 7.6 Hz, 1H), 7.36-7.10 (m, 9H), 6.79 (d, J = 8.6 Hz, 2H), 
5 3.88 (t, J - 6.4 Hz, 2H), 2.82 (t, J = 7.6 Hz, 2H), 2.56 (t, J = 7.6 Hz, 4H), 1.76-1.30 
(m, 6H) 0 

«fc«14 (2) 

2-77V^-n-5— [3- (4- ( 5 -7*s/^y^t*^) 




TLC : R f 0.52 (^pb*M : j**/*-/V=9 : 1) ; 
NMR (DMSO-dfi) : 8 10.02 (s, 1H), 7.84 (dd, J = 6.6, 2.7 Hz, 1H), 7.71-7.66 (m, 
1H), 7.62 (bs, 2H), 7.27-7.10 (m, 8H), 6.82-6.77 (m, 2H), 3.88 (t, J - 6.6 Hz, 2H), 
15 2.81 (t, J = 7.5 Hz, 2H) 2.59-2.52 (m, 4H), 1.74-1.54 (m, 4H), 1.44-1.34 (m, 2H)„ 

gii 1 5 
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*f)V 2-t no- 5- [2- (4- (5-7*=^<yf^i-^) 




^fvV 2-^0 0-5-7^^^ f^ftfrtH^ 2- [4- (5 
5 7 xW^y^, 3- [2-^h=¥ 

v-- 4 - (5-7 3L~As^-yf-;\stt*S) 7i=/V] T'P^^D'ftb*) 
4-^np-3-p< h^ix#^3j?xvi^&#i££/8v^ UliSM 7 £ Initio 

T L C : R f 0.31 1J- V : |^^^vu= 2:1) ; 
10 NMR (CDC1 3 ) : 6 8.13 (d,J=2.2Hz, 1H), 7.78 (dd,J=8.4, 2.2Hz, 1H), 7.50 (d, 
J=8.4Hz, 1H), 7.33-7.09 (m, 7H), 6.88-6.81 (m, 2H), 6.21-6.08 (br, 1H), 3.96-3.90 (m, 
5H), 3.72-3.62 (m, 2H), 2.87 (t, J=6.8Hz, 2H), 2.64 (t, J=7.2Hz, 2H), 1.88-1.42 (m, 
6H) 0 

15 HMM 15 ( 1 ) — 1 5 ( 5 ) 

20 HMffl 15(1) 

P^/l" 3- [2- (4- (5-:7a^/W^^VU;*-3rv') 7ccnyU) 3- 
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T L C : R f 0.61 (^^-y : ^^xf;U= 1 : 1 ) 0 

5 mmmi 5 (2) 

;*^VV 2-^y^n-5- [2- (4- 




T L C : R f 0.27 (^if^ : @£^c^= 2:1); 
10 NMR (CDCI3) : 8 8.23 (dd, J=6.8, 2.4Hz, 1H), 7.99-7.91 (m, 1H), 7.32-7.10 (m, 
8H), 6.85 (d, J=8.6Hz, 2H), 6.24-6.08 (br, 1H), 3.97-3.90 (m, 5H), 3.73-3.63 (m, 2H), 
2.87 (t, J=7.0Hz, 2H), 2.64 (t, J=7.6Hz, 2H), 1.88-1.42 (m, 6H) 0 

^feffll 15 ( 3 ) 

15 5- [2- (4- ( 5 - 7 o^/l^^^drvO 7^-^) :x 
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.0 




.COOCH3 



T L C : R f 0.24 : ^m^/U= 1:1); 

NMR (CDCI3) : 5 9.29 (d, J=2.2Hz, 1H), 9.07 (d, J=2.2Hz, 1H), 8.58 (t, J=2.2Hz, 
1H), 7.32-7.10 (m, 7H), 6.88-6.81 (m, 2H), 6.32-6.16 (br, 1H), 3.97-3.90 (m, 5H), 
5 3.76-3.67 (m, 2H), 2.89 (t, J=7.0Hz, 2H), 2.64 (t, J=7.4Hz, 2H), 1.88-1.46 (m, 6H) 0 



gUfeflOlS (4) 

t^-fr 2-— hP-5 - [2- (4- (5-77cn=/l'^V9vM-#v') 



10 




T L C : R f 0.33 {r^r^V : f^ft^/U- 2:1) ; 

NMR (CDCI3) : 5 8.03-7.89 (m, 3H), 7.31-7.10 (m, 7H), 6.88-6.83 (m, 2H), 
6.23-6.14 (br, 1H), 3.96-3.91 (m, 5H), 3.73-3.67 (m, 2H), 2.88 (t, J=6.9Hz, 2H), 2.64 
(t, J=7.8Hz, 2H), 1.86-1.65 (m, 4H), 1.56-1.45 (m, 2H) C 

15 

mmmi 5 (5) 

i^/W h^i^MwW- 5 - [2- (4- (5-7x=;^y 
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COOC 2 H s 



COOC 2 H 5 



TLC : R f 0.50 (^^^ : S»i^=2 : 1) ; 

NMR (CDCI3) : S 8.78 (t, J = 1.8 Hz, 1H), 8.54 (d, J = 1.8 Hz, 2H), 7.30-7.15 (m, 
5 5H), 7. 14 (d, J = 8.4 Hz, 2H), 6.8 (d, J = 8.4 Hz, 2H), 6.35-6.30 (m, 1H), 4.42 (q, J = 
7.2 Hz, 4H), 3.94 (t, J = 6.3 Hz, 2H), 3 .70 (q, J = 6.3 Hz, 2H), 2.90 (t, J = 6.9 Hz, 2H), 
2.64 (t, J = 7.5 Hz, 2H), 1.85-1.45 (m, 6H), 1.42 (t, J= 7.2 Hz, 6H) 0 



1 6 



10 2-^pp-5- [2- (4- (5-7rt=/^^/^^>» y^/V) 




15 fc 0 
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T L C : R f 0.52 o n fc/VJ* : J —;V : @£g£= 9 0:10:1) ; 

NMR (DMSO-dg) : 8 8.73 (t, J = 4.8 Hz, 1H), 8.22 (d, J = 2.2 Hz, 1H), 7.92 (dd, 
J = 8.4, 2.2 Hz, 1H), 7.63 (d, J = 8.4 Hz, 1H), 7.28-7.08 (m, 7H), 6.80 (d, J = 8.6 Hz, 
2H), 3.88 (t, J = 6.4 Hz, 2H), 3.47-3.67 (m, 2H), 2.74 (t, J - 7.2 Hz, 2H), 2.56 (t, J = 
5 7.6 Hz, 2H), 1.76-1.32 (m, 6H)„ 

UMl 6 (1) -16 (5) 

mmMi5xm&Ltcikityd<Dttt>*)\^ mmmis (d ~ (5) -egg 

10 ^««r#fc„ 



HjjffJl 6 (1) 

3- [2- (4- (5 - ^zn^WO^/W^v') 7x^P) zc^/i/T5: 



15 




T L C : R f 0.33 n p tJn^A : ^ ^ / — ;V= 9:1); 

NMR (DMSO-cU : 5 8.80-8.70 (m, 1H), 8.44-8.39 (m, 1H), 8.50 (dt, J = 7.6, 1.8 
Hz, 2H), 7.59 (t, J = 7.8Hz, 1H), 7.32-7.10 (m, 5H), 7.13 (d, J = 8.0 Hz, 2H), 6.83 (d, 
J = 8.0 Hz, 2H),3.91 (t, J = 6.4 Hz, 2H), 3.60-3 .40 (m, 2H), 2.90-2.70 (m, 2H), 2.59 
20 (t, J = 7.5 Hz, 2H), 2.80-i .40 (m, 6H)„ 
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mmmi 6 (2) 

5 - [2- (4- 




5 TLC : R f 0.48 (^P0*/^ : / ? / — /^:B^=9 0 : 1 0 : 1) ; 
NMR (DMSO-d 6 ) : 8 8.71 (t, J = 5.4 Hz, 1H), 8.34 (dd, J = 7.2, 2.2 Hz, 1H), 
8.08-8.01 (m, 1H), 7.38 (dd, J = 10.4, 8.6 Hz, 1H), 7.28-7.08 (m, 7H), 6.80 (d, J = 8.4 
Hz, 2H), 3.88 (t, J = 6.4 Hz, 2H), 3.46-3.37 (m, 2H), 2.74 (t, J = 7.4 Hz, 2H), 2.57 (t, 
J = 7.4 Hz, 2H), 1.76-1.32 (m, 6H)„ 

10 

mmmi & o) 

5- [2- (4- (5-7 ^-/W^^Vl^rv') 7^-/1^) 




15 TLC : R f 0.38 (^nnzlvKk : *$J— IV : 9 0 : 1 0 : 1) ; 
NMR (DMSO-cQ : 8 9.14-9.13 (m, 2H), 8.95-8.84 (br, 1H), 8.62 (t, J = 2.0 Hz, 
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1H), 7.28-7.10 (m, 7H), 6.81 (d, J = 8.6 Hz, 2H), 3.89 (t, J = 6.4 Hz, 2H), 3.50-3.41 
(m, 2H), 2.77 (t, J = 7.4 Hz, 2H), 2.57 (t, J - 7.4 Hz, 2H), 1.77-1.32 (m, 6H) 0 

11116 (4) 

5 2-=bo-5- [2- (4- (5-7ai=.yV^^/V^-ari/) :7^z^) 




T L C : R f 0.22 n n /fc/l^A ; ^ # J : ffim= 9 0:10:1) ; 

NMR (DMSO-dJ : 5 8.91 (t, J = 5.4 Hz, 1H), 8.24 (d, J = 1.8 Hz, 1H), 8.14 (dd, 
10 J = 8.4, 1.8 Hz, 1H), 8.04 (d, J = 8.4 Hz, 1H), 7.27-7.09 (m, 7H), 6.83-6.78 (m, 2H), 
3.88 (t, J = 6.6 Hz, 2H), 3.48-3.41 (m, 2H), 2.76 (t, J = 7.5 Hz, 2H), 2.57 (t, J = 7.5 
Hz, 2H), 1.74-1.55 (m, 4H), 1.44-1.34 (m, 2H) D 

mmm i6 (5) 

15 3-*^#>v'-5- [2- (4- 7i 
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COOH 



T L C : R f 0.79 p n tfvl^A : / ? J : 8:2:1) ; 

NMR (DMSO-ds) : 5 13.45 (s, 2H), 8.94 (t, J = 5.4 Hz, 1H), 8.62 (d, J= 1.5 Hz, 
2H), 8.57 (t, J = 1.5 Hz, 1H), 7.30-7.15 (m, 5H), 7.13 (d, J = 8.7 Hz, 2H), 6.83 (d, J = 
5 8.7 Hz, 2H), 3.91 (t, J = 6.3 Hz, 2H), 3.50-3 .40 (m, 2H), 2.79 (t, J = 7.8 Hz, 2H), 
2.59 (t, J= 7.8 Hz, 2H), 1.80-1.55 (m, 4H), 1.50-1.35 (m, 2H) 0 

mm 1 7 

6- [2- (4- {5 -y ^^/v^y^/v^-^-i/) y^/u) =^=f-;VT X 




15 TLC:Rf0.30 (^on^/VA : ^^7-^:^=9 0 : 1 0 : 1) ; 
NMR (DMSO-dJ : 5 13.22-12.92 (br, 1H), 9.23 (t, J = 6.0 Hz, 1H), 8.27-8.14 (m, 
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3H), 7.28-7.11 (m, 7H), 6.81 (d, J - 8.4 Hz, 2H), 3.89 (t, J = 6.4 Hz, 2H), 3.56-3.46 
(m, 2H), 2.79 (t, J = 7.2 Hz, 2H), 2.57 (t, J = 7.2 Hz, 2H), 1.77-1.31 (m, 6H) B 

mmmi i m jszxfi 7 (2) 

3Sffi«l 7 (1) 

10 4-^pp- 3- [2- (4- (5-7*=-/^^/V^i/) :7^~/k) 




T L C : R f 0.17 n P jJvuA : p< ^ / — /P= 9:1) ; 
NMR (DMSO-dg) : 5 8.57 (t, J = 5.1 Hz, 1H), 7.92 (dd, J = 8.4, 2.1 Hz, 1H), 7.82 
15 (d, J = 2.1 Hz, 1H), 7.59 (d, J = 8.4 Hz, 1H), 7.27-7.12 (m, 7H), 6.82 (d, J = 8.7 Hz, 
2H), 3.90 (t, J = 6.6 Hz, 2H), 3.44-3.37 (m, 2H), 2.74 (t, J = 7.5 Hz, 2H), 2.57 (t, J = 
7.5 Hz, 2H), 1.75-1.55 (m, 4H), 1.45-1.35 (m, 2H) D 

ffltgll (2) 

20 4-[2-(4- (5-7i=/W<yf/l/t^^) 7i-;l') ^5v^7 5; 
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T L C : R f 0.38 O co^i, : * # J—SV : g|sgft= 9:1:1) ; 
NMR (DMS0-d 6 ) : 5 8.99 (t, J = 5.4 Hz, 1H), 8.81 (d, J = 4.8 Hz, 1H), 8.38 (s, 
1H), 7.92 (dd, J - 4.8 Hz, 1.8 Hz, 1H), 7.27-7.10 (m, 7H) ; 6.81 (d, J = 8.4 Hz, 2H), 
5 3.88 (t, J = 6.6 Hz, 2H), 3.48-3.41 (m, 2H) 2.76 (t, J = 7.8 Hz, 2H), 2.56 (t, J = 7.8 Hz, 
2H), 1.74-1.54 (m, 4H), 1.44-1.34 (m, 2H) 0 

HdfcM 1 8 

N- [2- (4- (5 -^^/WO^^v/) - 

io l- (i, s-^^y^yyy^-5--i;u) *^f$ H 




15 ©j*fNru *%wfc&vo*mc 0 ftbtntik&mti, mm-tz^hteuz 
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mmm 1 9 

2-%/V7$3ri/-5- [2- (4- (5 -^^/W^^Kt^) 7^ 



5 




TLC:Rf 0.30 po*/1/A : ^ * / — : g|^= 9:1:1) ; 
10 NMR (DMSOA) : 5 8.77 (t, J = 6.0 Hz, 1H), 8.11 (d, J = 1.8 Hz, 1H), 7.98 (dd, 
J = 8.1, 1.8 Hz, 1H), 7.71 (d, J = 8.1 Hz, 1H), 7.27-7.09 (m, 7H), 6.83-6.78 (m, 2H), 
3.88 (t, J = 6.6 Hz, 2H), 3.46-3.39 (m, 2H), 2.75 (t, J = 7.5 Hz, 2H), 2.57 (t, J = 7.5 
Hz, 2H), 1.74-1.55 (m, 4H), 1.44-1.34 (m, 2H) D 

15 2 0 

2-T5/-5- [2- (4- (5-7i=/W<i/f;l/t^V) 
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mmm* (6) -e^tfc^t/o^^t, mmmie u) -vrnti^ 

5 T L C : R f 0.48 a a Jfc/VA : ^ * / — /k= 9:1); 

NMR (DMSO-d 6 ) : 8 8.26-8.22 (m, 2H), 7.69 (dd, J = 8.7, 2.1 Hz, 1H), 7.27- 
7.08 (m, 7H), 6.80 (d, J = 8.4 Hz, 2H), 6.72 (d, J = 8.7 Hz, 1H), 3.88 (t, J = 6.6 Hz, 
2H), 3.39-3.32 (m, 2H), 2.71 (t, J = 7.5 Hz, 2H), 2.57 (t, J = 7.5 Hz, 2H), 1.74-1.55 
(m, 4H), 1.44-1.34 (m, 2H) 0 

0 

iii 2 1 

*<?)V 2-t h^^/l^^/V- 5- [3- (4- 




15 3- (4- (5 -y x.=./V^s3->\sJr*l/) -7zc=-)V) /o/t-/V (1 
44mg) (D/P/SU (5ml) 1Bffic*?-A' 2- * 
-l-TKJ^-y/^-Y (331mg) N isT/frmfcftVmi-hV 
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(2 9mg) (D*$;-;v (2ml) WW., BM (3 5 ju 1 ) %MMQx.ti 0 

5 V XtfjVXy&tw b^77^- (^dr-^^ : @^^3:^= 3 : l) fcj; 
oT^U ^T<Z>«4«W«#3mfr£#> (2 0 0mg) Sr#/c„ 
T L C : R f 0.27 (^rlh^ : g^^^/V= 3:1); 
NMR (CDC1 3 ) : 5 7.73 (d, J = 8.4 Hz, 1H), 7.30-7.06 (m, 7H), 6.84-6.81 (m, 2H), 
6.55-6.50 (m, 2H), 4.14 (t, J = 5.4 Hz, 1H), 3.93 (t, J = 6.6 Hz, 2H), 3.90 (s, 3H), 3.83 
10 (s, 3H), 3.20-3.13 (m, 2H), 2.68-2.62 (m, 4H), 1.96-1.64 (m, 6H), 1.54-1.45 (m, 2H) 0 



Hjifc0il2 2 

2-#/l^fc>v'-5- [3- (4- (5-7^^/k^^/V^-drv^) 7x 




T L C : R f 0.45 o n /fcy^A : ^ * / — : gt&= 9:1:1) ; 
20 NMR (DMSO-dJ : 5 12.70-12.10 (br, 2H), 7.57 (d, J = 8.7 Hz, 1H), 7.28-7.06 
(m, 7H), 6.82-6.78 (m, 2H), 6.55-6.52 (m, 3H), 3.89 (t, J = 6.6 Hz, 2H), 3.06-2.98 (br, 
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2H), 2.57 (t, J = 7.5 Hz, 4H), 1.82-1.55 (m, 6H), 1.45-1.34 (m, 2H)„ 
11122 (1) 

2-^ p p- 5 - [3- (4- (5-y^^/U^yf-/U^-^y) 7^~;v) 

5 -fn^tvrxn ^m#m 




2-^PP-5-T5/'<^y^-h£fflV^ H2i#i|2 
M2 2 *Ht*©SMl3fcU StTofcttfcfc^S^Wfc^fctr&fc. 
10 T L C : R f 0.26 {V a a tK/WA : ^ ^ / — 9:1) ; 

NMR (DMSO-ds) : 5 7.27-7.04 (m, 8H), 6.83-6.78 (m, 3H), 6.53 (dd, J = 8.7, 3.0 
Hz, 1H), 6.00-5.75 (br, 1H), 3.88 (t, J = 6.6 Hz, 2H), 2.93 (t, J - 7.2 Hz, 2H), 2.57 (t, 
J = 7.5 Hz, 4H), 1.81-1.55 (m, 6H), 1.44-1.34 (m, 2H) C 

15 m-mm 2 3 

3- [2- (4- (5-7x=/V^yf/^^) ^)VT % 
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2- (4- (5-7^~/l"<^3-/U%-3ci/) ^f-/U7^> (3 

OOmg) ©^nn^^y (5ml) jgJft(C<. 3- n a 
£.%mm ( 3 3 1 m g ) N YV ^)VT 5: V (0.7m 1 ) ZMz-tc, 

5 m^m.x^5mmmnvtc 0 &j&m&mz, lNii^n^ rr^^-^t? 

mtt-tZtfmtt&m (1 8 6mg) 
10 TLC : R f 0.51 (fuvTfrsUJ* : ;V= 9 : l) ; 

NMR (DMSO-dg) : 8 13.45 (s, 1H), 8.30 (t, J= 1.8 Hz, 1H), 8.17-8.13 (m, 1H), 
8.00-7.95 (to, 1H), 7.83 (t, J = 5.7 Hz, 1H), 7.70 (t, J = 7.8 Hz, 1H), 7.30-7.12 (m, 
5H), 7.02 (d, J = 8.4 Hz, 2H), 6.76 (d, J = 8.4 Hz, 2H), 3.89 (t, J = 6.3 Hz, 2H), 3.00- 
2.90 (m, 2H), 2.59 (t, J = 7.5 Hz, 4H), 1.80-1.75 (m, 4H), 1.70-1.35 (m, 2H) 0 

15 

2 4 

2- [2- (4- (5-7i=;^yW^fv') 37 ^/W) ^ 
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##M2T-$^Lfcffc£tl (150mg) #%M3i^©^ 
ffrfcU nhtifc^M3X*m&£tltci\:&y!)<Di??vu*?^ (5 m 1) 
mfcKs 3, 4-> ? T5;y-<^y^-b (1 6 Omg) th])^ 

5 >VT%1/ (0.34m 1 ) ^Bx.fc. BLfom&m^'MMX* 1 B#Hm#Lfc 0 

^^tiufc, nbtitc.nmohji'^ domi) P -h/^ 
iswfci/m (5 omg) *to?Ltco %n&m>&yd%:-i&mmLtc 0 

10 life, #fe)tifeM^^y^ntV^-x;i--e^U &>T<DM&m%: 

^•fttmmt&m 0 9m g ) 

NMR (CDC1 3 ) : 5 8.24 (m, 1H), 7.95 (dd, J = 1.6, 8.6 Hz, 1H), 7.53 (d, J = 8.6 
Hz, 1H), 7.30-7.15 (m, 5H), 7.09 (d, J = 8.6 Hz, 2H), 6.80 (d, J = 8.6 Hz, 2H), 3.93 (s, 
3H), 3.92 (t, J = 6.6 Hz, 2H), 3.30-3.10 (m, 4H), 2.65 (t, J = 7.6 Hz, 2H), 1.90-1.59 
15 (m, 6H) 0 

HjfeW 2 5 

2- [2- (4- (5-7^~J>\"<-y*f-;Vfr*i/) ^ck^/V) rc^/>] 

5 5 
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5 T L C : R f 0.49 n n tfc/WA : * / — ;V= 8:1) ; 

NMR (DMSO-d*) : 5 8.22 (s, 1H), 8.00 (d, J = 9.0 Hz, 1H), 7.78 (d, J = 9.0 Hz, 
1H), 7.30-7.10 (m, 7H), 6.82 (d, J = 7.8 Hz, 2H), 3.89 (t, J = 6.6 Hz, 2H), 3,35-3.30 
(m, 2H), 3.15-3.05 (m, 2H), 2.65-2.55 (m, 2H), 1.80-1.55 (m, 4H), 1.50-1.35 (m, 2H)„ 



10 Hlfefli] 2 6 

N- [4-^nn-3- (t Fn * ^ ^/u) :7^/i/| -3 - [4- (5 




HIS^I2 (1) T'^bfc^^ (2 4 5mg) Orf7t Kc77^ (5 
15 ml) «t> -2 0U ^Dn^y^V (9 4m g) % N-p«^ 
;WE-/Wfr!)^ (5 4mg) £j!n]x.7c 0 2 0~ 3 OlCT-^U 
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y 4— {^^rV : WW.^^= 1 0:1) T**WKU ^^MtK^ (2 5 
Omg) £#fc«, ©^nn^y (5ml) iSJfcte, y^ 3, 
75;^^-h (16 Omg) (0.34ml) SrJqjUfc, 

TOM^^^a-T?lB#^it^bfc 0 &J»£«^iLfc„ #ktwta*i 
5 ohsuauy (10ml) p-h/^y^/^^B (5 Omg) fcjbJI 

^ntV^-x^-egfe^L, ^T^W4ft£W1-3#3PJfcl^ (9 9mg) 
10 Sr#fc„ #bftfc^g^&&7M&l (2 5 Omg) C^bp^V (5ml) 
ttttld 7K*W!>m^by !>A (3 Omg) b**/—A' (0.1ml) SrAlJ 

^xf;vt«iliiLf: 0 tta*SriS»*^hy !>A7K»»tT?fti#-U 

4ft (1 2 4mg) £#fc 0 

T L C : R f 0.62 (^^ri^ V : gftftcc^rt/= 2:1) ; 

NMR (DMSO-d 6 ) : 10.00 (s, 1H), 7.73 (d, J = 2.7 Hz, 1H), 7.59 (dd, J = 2.7, 9.0 
Hz, 1H), 7.30-7. 15 (m, 6H), 7.13 (d, J = 8.7 Hz, 2H), 6.80 (d, J = 8.7 Hz, 2H), 5.40 (t, 
20 J = 5.7 Hz, 1H), 4.51 (d, J = 5.7 Hz, 2H), 3.89 (t, J = 6.6 Hz, 2H), 2.83 (t, J = 6.6 Hz, 
2H), 2.65-2.50 (m, 4H), 1.80-1.55 (m, 4H), 1.50-1.30 (m, 2H) 0 



2 7. 



y^vi' 2- [3- (4- (6-7i-;^^;V) :7:r— /V) 
25 >f/W7Sy] Ti?x- h 
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H 

N^^COOCHg 



O 



10 



&^M2x*mmLtc{k&yiKDttfr*)^ 3- [4- (6-7^=^^^ 

T L C : R f 0.33 (^-f^ : f^^^;U= 1:1) ; 

NMR (CDCI3) : 6 7.31-7.05 (m, 9H), 5.95-5.84 (br, 1H), 4.03 (d, J = 5.2 Hz, 2H), 
3.75 (s, 3H), 2.98-2.90 (m, 2H), 2.63-2.50 (m, 6H), 1.69-1.59 (br, 4H), 1.44-1.26 (m, 
4H) 0 

2- [3- (4- (6-7x^K^f^;V) T'n/Vl'/I'T 5: 



TLC : R f 0.10 (^nasfc/i^ : *9J— ;V=Q : l) ; 
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NMR (CDCI3) : 6 7.31-7.05 (m, 9H), 6.17-6.07 (br, 1H), 4.03 (d, J = 5.0 Hz, 2H), 
2.93 (t, J= 7.8 Hz, 2H), 2.62-2.51 (m, 6H), 1.70-1.49 (br, 4H) 1.44-1.26 (ro, 4H), 

»0i]2 8 (1) -2 8 (1 2) 

5 $%m2T*mm\siz{k&to<Dftt>*)K., 3- [4- (6 -7^^^ 

y^^/^^x/v • im&<Dftto\> tflia-t5T5 ^ifl&SrJS^T, « 
092 7->HJ6M2 8 t^O^SrU KT^Lfc*3SM-fb^*Sr#fc„ 

10 ^jfe^ij2 8 (1) 

3- [3- (4- (6 -7 aL^;v^.^i//u) 7^—/U) 7u/-<J^jUT ^ 
y] 7°n^m 




T L C : R f 0.34 {-7 P p zfr/kA : ^ ^ 7 — /k= 9:1) ; 
15 NMR (CDC1 3 ) : 6 7.31-7.07 (m, 9H), 6.02 (t, J = 5.8 Hz, 1H), 3.52-3.43 (m, 2H), 
2.91 (t, J = 7.8 Hz, 2H), 2.62-2.41 (m, 8H), 1.68-1.51 (m, 4H) 1.38-1.26 (m, 4H)„ 

Hjfe^ij2 8 (2) 

2- [3- (4- (5 -7*=^^^^) 7^^/V) 7*us*/s( 

20 ^7$y] gt& 
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o 



TLC : R f 0.10 (^nP*M : ;\s=9 : 1) ; 

NMR (CDC1 3 ) : 8 7.32-7.05 (m, 7H), 6.83-6.76 (m, 2H), 6.14 (t, J= 5.4 Hz, 1H), 
4.02 (d, J - 5.4 Hz, 2H), 3.91 (t, J = 6.6 Hz, 2H), 2.90 (t, J = 7.6 Hz, 2H), 2.67-2.49 
5 (m, 4H), 1 .86-1 .40 (m, 6H) D 

H»|2 8 (3) 

3- [3- (4- (5-7*sA^W***/) -fxi/*S4 

5 / ] 




H 



TLC : R f 0.26 np/i>^^ : p(^y—/U=9 : 1) ; 

NMR (CDCI3) : 5 7.32-7.03 (m, 7H), 6.82-6.75 (m, 2H), 6.03 (t, J = 5.8 Hz, 1H), 
3.91 (t, J= 6.6 Hz, 2H), 3.51-3.42 (m, 2H), 2.88 (t, J = 7.6 Hz, 2H), 2.64 (t, J = 7.6 
Hz, 2H), 2.54-2.39 (m, 4H), 1.86-1.40 (m, 6H)„ 

15 

mMM28 (4) 

4- [3- (4- (5 -7 s.—A*<>f-A/1r*ri/) 7ol-)V) -fn/<J4 
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0 




COOH 



O 



T L C : R f 0.32 (^pp : t ? J —)V= 9:1) ; 

NMR (CDClj) : 5 7.32-7.05 (m, 7H), 6.83-6.76 (m, 2H), 5.66 (t, J= 5.2 Hz, 1H), 
3.91 (t, J - 6.6 Hz, 2H), 3.31-3.22 (m, 2H), 2.88 (t, J = 7.6 Hz, 2H), 2.64 (t, J = 7.6 
5 Hz, 2H), 2.43 (t, J = 7.6 Hz, 2H), 2.29 (t, J = 7.0 Hz, 2H), 1.86-1.41 (m, 8H) 0 

Htti2 8 (5) 

4- [3- (4- (6— ^atSTW^S/A') 7i^) "?xi;*; 4 /UT % 



T L C : R f 0.33 a a zfr/Vi* : ^ ^ / — 9:1) ; 

NMR (CDC1 3 ) : 8 7.30-6.98 (m, 9H), 5.66 (t, J = 5.2 Hz, 1H) 3.31-3.22 (m, 2H), 
2.91 (t, J = 7.6 Hz, 2H), 2.62-2.42 (m, 6H), 2.28 (t, J = 7.0 Hz, 2H), 1.81-1.51 (m, 
6H), 1.42-1.26 (m, 4H) 0 

15 

H;tfefll]2 8 (6) 



2- [N-^5vU- 3- (4- (5-7^^/W^^/U^-drv') 7^^/V) 




10 



o 
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o 



TLG : R f 0.13 (^na*M : ;V= 9:1) ; 

NMR (CDC1 3 ) : S 7.31-7.10 (m, 7H), 6.81 (d, J= 8.8 Hz, 2H), 4.14-3.89 (m, 4H), 
3.02-2.87 (m, 5H), 2.69-2.49 (m, 4H), 1.87-1.42 (m, 6H) 0 

5 

8 (7) 

2- [N- (b°y ^^-3- (4- (5-7ol=/V^ 




O 



10 TLC : R f 0.35 n d tfvkix : — /k : Sft&= 9 : 1 :0.1) ; 

NMR (DMSO-dj) : 5 8.75-8.64 (m, 1H), 8.41-8.33 and 8.13-8.05 (m, 1H), 
7.83-7.77 and 7.61-7.55 (m, 2H), 7.29-7.01 (m, 7H), 6.80-6.72 (m, 2H), 4.87 and 4.80 
(m, 2H), 4.35 and 4.02 (m, 2H), 3.91-3.83 (m, 2H), 2.74-2.53 (m, 6H), 1.77-1.23 (m, 
6H) 0 

15 

1112 8 (8) 

2- [3- (4- U-^^K/h^) 7x=^) - 2 --fv<J4 
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T L C : R f 0.34 * o : J ? J *-;V= 4:1) ; 

NMR (DMSO-d 6 ) : 5 8.30 (t, J = 5.7 Hz, 1H), 7.50 (d, J = 8.8 Hz, 2H), 7.38 (d, 
J = 15.6 Hz, 1H), 7.35-7.14 (m, 5H), 6.96 (d, J = 8.8 Hz, 2H), 6.56 (d, J = 15.6 Hz, 
5 1H), 4.05-4.00 (m, 2H), 3.87 (d, J = 5.7 Hz, 2H), 2.70-2.60 (m, 2H), 1.80-1.60 (m, 
4H)„ 

fHfeffj2 8 (9) 

3- [3- (4- U-y^-^V^y) 7^~)V) 

io yn/om 




T L C : R f 0.37 n n zJWA : * $ J 9:1) ; 

NMR (CDC1 3 ) : 5 7.57 (d, J =15.2 Hz, 1H), 7.41 (d,J= 8.6 Hz, 2H), 7.35-7.10 
(m, 5H), 6.85 (d, J = 8.6 Hz, 2H), 6.24 (d, J = 15.2 Hz, 1H), 6.35-6.20 (m, 1H), 4.00- 
15 3.90 (m, 2H), 3.70-3.60 (m, 2H), 2.80-2.60 (m, 4H), 1.90-1.70 (m, 4H) 0 

Ili2 8 (10) 

2- [ (6- (5-7*=^^^*^) -fy^V^— 2 — i/V) ft 
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o 



T L C : R f 0.30 n P Tjs/l'i* \ J — )V= 8:1) ; 

NMR (DMSO-dfi) : 5 12.58 (s, 1H), 8.90 (t, J = 5.7 Hz, 1H), 8.40 (s, 1H), 7.92 
(d, J = 8.7 Hz, 1H), 7.90 (dd, J = 1.8, 8.7 Hz, 1H), 7.85 (d, J = 8.7 Hz, 1H), 7.36 (d, J 
5 = 2.4 Hz, 1H), 7.30-7.15 (s, 6H), 4.11 (t, J = 6 .6 Hz, 2H), 3.96 (d, J = 5.7 Hz, 2H), 
2.62 (t, J = 7.8 Hz, 2H), 1.90-1.75 (m, 2H>, 1.75-1.55 (m, 2H), 1.55-1.45 (m, 2H) 0 

mmm 28 an 

3- [ (6- (5 -7 a^/WO-fvl^drv') ^-7^ l^- 2-^/1^) # 
10 y^^/l^T?:/] ^o/^ 




T L C : R f 0.30 (2^ o o /ft/UA : ^ ^ 7 ~/V= 9:1) ; 

NMR (DMSO-ds) : 8 12.22 (s, 1H), 8.59 (t, J = 5.4 Hz, 1H), 8.34 (s, 1H), 
7.90-7.80 (m, 3H), 7.35 (d. J = 2.4 Hz, 1H), 7.30-7.10 (m, 6H), 4.10 (t, J = 6.6 Hz, 
15 2H), 3.50 (q, J = 5.4 Hz, 2H), 2.62 (t, J = 7.2 Hz, 2H), 2.55 (t, J = 7.2 Hz, 2H), 1.90- 
1.75 (m, 2H), 1.75-1.60 (m, 2H), 1.55-1.40 (m, 2H)„ 

#ftffi2 8(12) 
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2- [3- (4- (5 -i/tu^i/fr^-yj-jvtti/) y -fn 




O 



5 TLC:Rf0.11 (^nn*;VA : ^^/-/V=9 : 1) ; 

NMR (CDC1 3 ) : 5 7.09 (d, J = 8.6 Hz, 2H), 6.81 (d, J = 8.6 Hz, 2H), 6.11 (t, J = 
5.0 Hz, 1H), 4.04 (d, J = 5.0 Hz, 2H), 3.91 (t, J = 6.4 Hz, 2H), 2.91 (t, J = 7.6 Hz, 2H), 
2.54 (t, J - 7.6 Hz, 2H), 1.83-1.67 (m, 7H), 1.48-1.09 (m, 10H), 0.93-0.78 (m, 2H) C 

10 HJfeflU 2 9 

^fvV 2- [N- [2- (4- (5-7i= / V< y^/ls^is) 7^ = 




H 



15 - [4- (5-7*=^W<V^/U^i/) 7x^^] ^/I'T^&^V^ 

T L C : R f 0.41 K^f"^ : MRx^*^ 1:1) ; 

NMR (CDC1 3 ) : 5 7.32-7.07 (m, 8H), 6.86-6.79 (m, 2H), 4.17 (q, J = 7.2 Hz, 2H), 
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3.93 (t, J = 6.6 Hz, 2H), 3.56-3.46 (m, 2H), 3.27 (s, 2H), 2.78 (t, J = 7.2 Hz, 2H), 2.64 
(t, J = 7.2 Hz, 2H), 1.88-1.42 (m, 6H), 1.23 (t, J = 7.2 Hz, 3H) 0 



mmm 3 0 

5 2- [n- [2- (4- y *.=.;v) ^ 




COOH 



10 



15 



1 -emm L,tcit&yo<Dttt> *> mmm 2 9 -vmt i,it4\&m*m 

TLC : R f 0.13 (^no^A : — 7^=9 : l) ; 

NMR (CDCI3) : 5 7.32-7.05 (m, 7H), 6.83 (d, J = 8.6 Hz, 2H), 6.47-6.35 (br, 1H), 
3.93 (t, J = 6.4 Hz, 2H), 3.60-3.50 (m, 2H), 3.24 (s, 2H), 2.78 (t, J = 7.0 Hz, 2H), 2.64 
(t, J = 7.5 Hz, 2H), 1.88-1.42 (m, 6H) 0 

3- [4- (5-7i=M>fWe/) ^^-/V] T-pr/^-f^ K 
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##«2t?83fiLmft (lg) ©^na^^y (6ml) J*»fc, 
ttVDjUfuyj \? (0.308ml) fc^f/U^Am' (1*1) SrJPx. 

K&ftfc. 2 8%T>-^=T7K« (2ml) Oxb 7 t Kn^yy (4m 

frU ftjftU &T0*W4*fc#*SaWrti£* (8 0 5mg) Sr#fc 0 
10 T L C : R f 0.50 (^ D n : ^ / — : @£@|= 10 0:10:1) ; 

NMR (CDC1 3 ) : 6 7.30-7.24 (m,2H), 7.20-7.16 (m, 3H), 7.12 (m, 2H), 6.82 (m, 
2H), 5.27 (brs, 2H), 3.92 (t, J = 6.6 Hz, 2H), 2.91 (t, J = 7.5 Hz, 2H), 2.64 (t, J = 7.5 
Hz, 2H), 2.50 (t, J - 7.5 Hz, 2H), 1.80 (m, 2H), 1.69 (m, 2H), 1.50 (m, 2H) 0 

15 ##M5 

3- [4- (5 -7*^^^/V^-^-^) y^zi^] 7*atW7 5y 



7k^« ^^AT/^5: = !7A (146mg) Off«7tFP77>' (3m 

20 Lfc 0 SJtSa^-*SrM*"C^lU tK (1 5 0 m 1 ) > 4N*MWbt" b P 
!7AtM» (150# 1) ,*(450mD *\W(klMZ-ti 0 

U WMtt&m (7 1 3mg) Sr#7t„ 
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3- [N- ( t -?y**/%)\>i?s^)V) -3- (4- (5-7cn 



5 




5 X*$m Vtcit&m (357mg) <b*# J—fr (1.2m 1 ) 

JJ 1/- b (1 0 8 n 1 ) &AD;t&, /^fi£*«r&fi-C— fcifc 
#Lfc. SfSMlCTh7tKa77y (4ml) % v>- X-rf^JV v> 
(2 6 2mg) jokWy^JlsT^^ (1 6 7 M 1) ^R^L 

:fm^^=9 : i) fc±oT»su <ows&*Gir &mm 

4t&® (3 4 Omg) £#fc 0 s 
15 T L C : R f 0.44 (^3rf-^ : gji^cfvl^ 3:1) ; 

NMR (CDC1 3 ) : 6 7.30-7.24 (m, 2H), 7.20-7.14 (m, 3H), 7.07 (m, 2H), 6.80 (m, 
2H), 3.92 (t, J = 6.6 Hz, 2H), 3.66 (s, 3H), 3.46 (br, 2H), 3.21 (br, 2H), 2.64 (t, J = 7.5 
Hz, 2H), 2.60-2.48 (m, 4H), 1.86-1.68 (m, 6H), 1.54-1.44 (m, 11H) 0 

20 Hi 3 1 

3- [3- (4- (5-7i=;W<yf;^v') 7^=/^) -fxi \>jVT 
5/] t'd/n 0 ^-^^ 
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##09 6 T?jR3t Lfcfc£tt (3 3 5mg) <D**/-^ (4ml) Y 
7t Ynyyy (2ml) 2 NTk^t^ V U ? AtK^ (2ml) 

•^MJ^A-CftjftU *l6Ufc. »aE*riWka:^ (2ml) fc*»U 4 
NIM^/Kiif;^ (2ml) ^Bxifc RJSjl^J»SrM-e4^ 

10 «T©«H4fi[Sr*n-5*5SMft;^ ( 2 6 2 m g ) £#fc 0 
T L C : R f 0.40 &9 J <-;V : : 8 : 1 : 1 ) ; 
NMR (DMSO-d 6 ) : 5 8.70 (brs, 2H), 7.30-7.08 (m, 7H), 6.83 (d, J = 8.7 Hz, 2H), 

3.90 (t, J = 6.6 Hz, 2H), 3.07 (t, J = 7.5 Hz, 2H), 2.86 (m, 2H), 2.66-2.52 (m, 6H), 

1.90-1.58 (m, 6H), 1.40 (m, 2H) 0 

15 

fif-fr 3- [N- (t-7'f^;^/l') -2- (4- (5-7^ 
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|£%0iJ 5 ■vmmLtc4k&®<Dftt> 5 \^ 2- [4- 

5 T L C : R f 0.36 (^3r1f-> : j^g|^^= 3 : 1 ) 0 

mw.m 3 2 

3- [2- (4- y^^ju) ^;VT% 




T L C : R f 0.40 <C? $ 7 —A' : B!& : tK= 8:1:1) ; 
NMR (DMSO-ds) : 5 8.80 (brs, 2H), 7.30-7.12 (m, 7H), 6.86 (d, J = 8.4 Hz, 2H), 
15 3.91 (t, J= 6.6 Hz, 2H), 3.14-3.06 (m, 4H),2.84 (m, 2H), 2.67 (t, J = 7.2 Hz, 2H), 2.58 
(t, J= 7.5 Hz, 2H), 1.76-1.56 (m, 4H), 1.42 (m, 2H) 0 
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N- (t -7 AtfszA') -3 - [4- (5-7a=/W<yf/Vt 



5 




##^|5T*M3tbfcfb-a-fe (3 5 7mg) ©7h7tKn77^ (5ml) 
^l-s v 5 - t --f^-ZV h (262mg) *5«tt>*by 

7^ (16 7m 1) £*Hxfc 0 S«-^fe^^t?-B«#bfc D dL%% 

*7A^avh^77^ : B»at^« 9 : 1) \Z.£^xmU 

U £(TO«i&tt5i» (410mg) «r#fc„ 
TLC : Rf 0.52 (^rl^ : g^oi^/V= 3:1) ; 
NMR (CDC1 3 ) : 5 7.30-7.24 (m, 2H), 7.20-7.14 (m, 3H), 7.07 (m, 2H), 6.80 (m, 
15 2H), 4.50 (br, 1H), 3.92 (t, J = 6.6 Hz, 2H), 3.13 (m, 2H), 2.64 (t, J = 7.5 Hz, 2H), 
2.57 (t, J = 7.5 Hz, 2H), 1.85-1.64 (m, 6H), 1.54-1.44 (m, 11H) 0 

2- [N- (t-7*f#i/«=;V) -3- (4- (5-7x 
20 ^/W^yfvl^drS/) 7s=/>) 7*0^7 5 7] T-fe-r— K 
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*#0»8^|43tLfcft;£fc (3 9 7mg) ©fF7tKP77V (5ml) 

v ymm aim i ) »x.fc D o wK&m&m& 1 5 #bo«# u * ^ 2 

TLC : R f 0.46 (^^^ : g£gg;c^vU= 3 : l) „ 

10 

IIM3 3 

2- [N- (t h^isU/lstf-Sl') -3- (4- (5-:7^~/W<V 




15 9 x*mm ^tzfc&®*m v^-r, 3 1 <t to^s^st u 

TLC : R f 0.40 J —fr : Iftl! : tR= 8:1:1) ; 
NMR (DMSO-dJ : 5 9.00 (brs, 2H), 7.84 (brs, 1H), 7.30-7.06 (m, 7H), 6.82 (d, 
J = 8.7 Hz, 2H), 3.90 (t, J = 6.6 Hz, 2H), 3.82 (s, 2H), 2.87 (m, 2H), 2.62-2.50 (m, 
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4H), 1.92-1.56 (m, 6H), 1.42 (m, 2H) C 
##0iJ 1 0 

3- [4- (5-y*.~A*<y7-A'yt*ri/) V 7°u;</—;U 



5 




T L C : R f 0.33 (^rf->- : B^^= 2 : 1 ) 0 
10 1 1 

3- [4- (5--7=c^/U^y^-JU^iy) 7ol~)V\ -fu^-r—jV 




###<J1 OXm^Ltcih^ (5 9 7mg) (D^m^^ (10ml) & 
2, 2, 6, 6 - f h 7 ^ f ;v- l - t^U ^^;^^r^ ■ 7 !) - 7 
15 v^/V (3.1m g) t&it&VZM, (24mg) £3JHxl n -S^T^tK^ 
h])9J» (300mg) ©2M^M*^hy ?7A7k^ (1ml) 
(5ml) mWiZmTLtc, RjiS:M^3 0«#Lfc o W«£Jf£#llf 
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ft (5 9 2mg) £#fc„ 

T L C : R f 0.63 (^1^ : B^^= 2:1); 

NMR (CDC1 3 ) : 5 9.81 (t, J= 1.5 Hz, 1H), 7.32-7.06 (m, 7H), 6.81 (m, 2H), 3.92 
(t, J = 6.6 Hz, 2H), 2.90 (m, 2H), 2.80-2.60 (m, 4H), 1.84-1.42 (m, 6H) D 

5 

t-zf^JU 2- (4- (5 -^ji^V^^^^r 

• HCI 

10 1 1 X'Wt bTc^ft (2 9 6mg) H- f;Va v^- 

h -i^kc^y-A- (5mi) ssrku o^r^r/Tkiite*^-?- h 

y^A (6 3mg) »x.fc 0 SJS^tlSr^«-ei«m#Lfc„ £ £> 

**j^;v3-~t>v (iomi) x*mmu 1 umt^m/mm^^m 

(1.1ml) SrJqfcfco *fffiUt@ft*r5i&U ^^^-^^T-gfc#-L, 
S&iU #T©ftttfc£W^5;*3&B>Hb£ft (3 6 8mg) 
TLC : R f 0.36 (^M^ : iffife3i^= 2 : l) ; 
20 NMR (DMSO-ds) : 5 10.14 (brs, 1H), 7.28-7.08 (m, 7H), 6.83 (m, 2H), 4.06 (brs, 
2H), 3.90 (t, J = 6.6 Hz, 2H), 3.05 (br, 2H), 2.78 (brs, 3H), 2.60-2.52 (m, 4H), 1.94 
(m, 2H), 1.76-1.64 (m, 4H), 1.48-1.38 (m, 11H) 0 
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mmm 3 5 

2- [N-^^vv- 3 - (4- (5-7i ~/w< y=f-;vir^-i/) 7^~/u) 




5 HJSflJ 3 4 bfcflfrfr* ( 3 5 6 m g ) uu*?^ (2ml) 

MJ7;i/toS» (2mi) Srin^fc. KJS&^fc&M^iiftH 

m#tfc 0 ■ Rjsa^**»*6ufco #e>Hfc»a*s^»3i^ (2m n t? 

4N^b7k#/^^^^ (o.5ml) ZMx., m^Lfc 0 #£> 

10 ymft&m ( 2 7 0 m g ) &#fc c 

T L C : R f 0.28 &9 J—fr : : tK= 8 : 1 : 1) ; 

NMR (DMSO-ds) : 5 7.30-7.09 (m, 7H), 6.83 (d, J = 8.7 Hz, 2H), 4.06 (s, 2H), 
3.90 (t, J = 6.6 Hz, 2H), 3.09 (m, 2H), 2.80 (s, 3H), 2.62-2.50 (m, 4H), 1.92 (m, 2H), 
1.78-1.56 (m, 4H), 1.42 (m, 2H)„ 

15 

MMM 1 

j&#£^rf 3»] 1 0 0^£#fc 0 

• 2-^nn-5 - [3 - (4- (5-71^^/^^) 7i=^) 
20 7*P^W5;] gc&W^ 5.0 g 

• ^/^>^^^/l^fe/VP-^7J^iX!7A (JftWJ) 0.2g 

■^77y7i-r^!)A (W) 0.1 g 

•Wm&^fru-X 4.7 g 
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mm\2 

uy(o&$L5t*nmz. z.v)m& ufc^, «&a£K:£«mu 5m 1 

^^•^^ri-^Ti/^H 0 0#&#fc o 

• 2-^on-5- [3- (4- (5 -^^^/t^^/V^vO y 
Zfu^Jj/UT^Jl 3c&#$? 2.0 g 

• /l" 2 0 g 

•^@7k 5 0 0ml 



1 
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» * <D 



1. 



(i) 



(R 1 ) p -f A 




(CH 2 ) q -E 




G-Q-COOH 



(I) 



5 

Ami*. C5~7®«i«s *fcfii~2ti©^ii^ mourns 

10 E«\ ~CH 2 - -0- N -S- N tfc(i-NR e -Sr^b (2£<K R 6 fi N 
R 2 & N C1~8 7/^;H % C l^ST/V^i^ ^o^yll^ =hn 

15 r 4 « % fcmm* £ fc&c 1 ~ 8 Tv^ws&sfr-t-^K 

R 2 tR 4 lt -Sf/ioT, -CH 2 -CH 2 -tfc«-CH = CH-^fc 
U 

Gfi % -CONR 7 - -NR'CO- -S0 2 NR 7 - -NR 7 S0 2 - 
-CH 2 NR r -ffcli-NR 7 CH 2 -^L R 7 f3\ tK^M^ C 

20 1~8 7M/Hs Cy c l^fcttCy c 1 oTfi^^nfcC 1 ~ 8 T 
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,j1 



(R 5 ) s 



R 5 f±, 

1) C 1~8 T/V^S, 

2) ^n^^Jl^ 

3) =bnl, 

io (4) ^r;l, 

5) MJ7/^n^f/l'S, 
!6) MJ^/^n^h^v'S 
7) 

!8) ^YyVV/vm 
15 (9) -OR 9 S, 

1 0) -SR 10 S 
1 1) -COOR n S 
1 2) -NR 12 R 13 S^ 
1 3) -CONR 14 R 15 S, 
20 (14) -S0 2 NR 16 R 17 S, 
1 5) -NR 18 COR 19 Ss 
1 6) -NR 20 SO 2 R 21 I, 
1 7) -S0 2 R 22 S, t.tctt 
18) -OP (O) (OR 23 ) 2 m&3tfrL 

145 



WO 02/092068 PCT/JP02/04520 



(£«K R 9 ~R 18 N R 2O ^«t0R 23 {i, ^«Lt, 7K*M^ C 
1~8 7;^I S Cy c 2£fcteCy c 2 £oXM&£tl1tC 1 ~ 8 T 

R i2 tR i3 s R i4 «tR 15 , R i6 tR 17 ^ ^fih^^i-^mmm^t- 

R 19 *5J:0R 21 (^ -?:^m»LT, C1~8 7;W, Cyc2tfc 
liCyc 2lCj:oTg^$tlfcC l ~ 8 T/Wr/vS&^bU 
10 R 22 ft N tK^S, C1~8 7;^H, Cyc2tfcttCyc2(aoTf 
^ £ frfc C 1 ~ 8 TiV^ivm&^fr L> 

Cyc2it C5~7©fiM, ^fcte 1 ~ 2fi<£>^OiH\ 

^ ) > 

YV 

(R 5 ) s 
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s n s o £ it. n i ~ 4 u 

2. 7>n K7^W % (ia) 




(iS^ R 24 fl(l) C 1-8 T/V^£ N ^fctt(2) l~2fi<7)7K^S*fc« 
OTHE^EDG- 17^ ho 



3. 7*p K^y^fttf*, —055 (ib) 




15 (5£* % R 25 *3«tt5R 26 {^ ^^na^LT, (l)**^^ (2)C1~8 
C 1 ~ 8T^3r^S£r^:b U ^©m©IE-§-«fl^<Z)^S 1 ©IBtti: 1^ CM 
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4. -fn VyyfmK -#5£ (IC) 




(IC) 



0*^ ir^x<Dft&tm#<Dfmi<nWMkfflCM&&&t>i-. ) Xmis 

5 tl/Sft'6*'CaS)5l**0<fiBBllBil©EDG-lT=^=^ h„ 



5 . fn Y? V -$8£& (ID) 




6. -jR55 (I) 
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5 J;tK/*fc{± 1 te^^M^^tf 5 ~ 7*©^f oll:*^ U 

R 2 f3\ C1~87/^I^ Cl~87/^=5f^ ^tiyVJg^ f^cfi 

10 R 3 & % TMtfH^fcteC 1 ~ 8 TVl^/l'S^fr U 
R 4 «, TK^^^fcfiC 1-8 T>V*svm&i&k>~ri)\ 
R 2 £R 4 f3u Htt-ftoT, -CH 2 -CH 2 -^/cfi:-CH=CH-«^> 

u 

Gtt, -CONR 7 - -NR 7 CO- -S0 2 NR 7 - -NR 7 S0 2 -. 
15 -CH 2 NR 7 -£fc&-NR 7 CH 2 -£i*;bL (S^K R 7 f±. 7kHlH\ C 
l~8T^dr/^ Cy c l£fci*Cy c 1 oTg|&£*WcC 1-87 
/l^/Vj^frU Cyclll C5~7©«ii, ^fcfil~2fi© 

assist i mvmmmtt xv/^tcn 1 ^o^M-^^t? 5 ~ 7 

20 Qtt, C l~4T/Vdr^vS^fc« 



(R 5 )s 

R s te, 
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(1) C1~8 7^S, 

(2) /Ma^VJSFJs 

(3) =hPE 

(4) *yyym, 

5 (5) fy^/^n^^K, 

(6) M)7;^a^ 

(7) 7^^/uS> 

(8) v-byVV^m 

(9) -OR 9 S> 

10 (10) -SR 10 I 

(1 1) -COOR n S 

(1 2) -NR 12 R 13 I, 

(1 3) -CONR^R 15 !, 

(1 4) -S0 2 NR 16 R 17 S, 

15 (1 5) -NR 18 COR 18 S, 

(1 6) -NR 20 SO 2 R 21 g, 

(1 7) -S0 2 R 22 ^ Zfcte 

(18) -OP (O) (OR 23 ) 2 S«t?L 

R 9 ~R 18 N R Z0 *3j;t/R 23 fi N ^Mtiiilt, tRUM^ C 

20 l~8 7/V=if;H, Cyc2tfcf±Cyc2iaott^^tlfcCl~87 
R 12 i:R 13 > R 14 £R 15 , R 16 tR 17 }^ Ztibftfa-k-tzmmm+t- 
^E^^tp5~7M^^^xn^ (i©^rnift, Cl~8T;v^ 
R 19 *5J;tfR 21 ti, ^tl€«3tLT, Cl~87;^/H, Cyc2*fc 
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liCyc 2fc«fcoTff&£ftfcCl~8T/l'*/^;£ritbU 
R 22 «\ TK^Kx Cl~8 7Wi, Cyc2ifcttCyc2(acTt 
ftfc C 1 ~ 8 T^/uM^mt> U 

1\ ) ^ 



\i3\ 



W *R 8 

10 WHu ^^^Tcf^m^^^L, 



15 rf±, 0^3t«l~4(^«^^U 
s ft, 0 *fcf± 1^4 £>S$:£«fc> L> 

20 

7. -03; (ia) 




(R 5 ) s 
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(R 1 ) p -h A 4-(CH 2 ) q -E 





G-Q-COOR 24 



(5£*K R 24 tt(l) C 1~8 T)V*)Vm, *fcf±(2) i~2fio*SfeS*fcH: 
7 ^ y l(u J: o Tit $ tifc C 1 ~ 8 7;^;H?rt^ L, ^<Dffc<£>12-5§-f* 

8. (IB) 



(5**, R"j3itJ«R ae tt % ^ih^M&LT, (DtK^W^n (2)C1~8 
C 1 ~ 8 U *©fl!l©ia#ttf»#©«61fl 6 ©lB«i: 1^ C# 

15 9. -jrs: (ic) 
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5 1 0. (ID) 



it (I) T^ftS-ft^©^* Kyy^ 0 

10 



is 13. ik&Vntf 

(1) 2- [3- (4- (6-7^=/W^^yW) ^rc^/l^) -fn/*/<ifV7 

(2) 3- [3- (4- (6-7i=^V/>) 7i=^) -fxx/^J^fi^T 




(R 5 )tO 



(ID) 



1 2. 




153 



WO 02/092068 



PCT/JP02/04520 



(3) 2- [3- (4- (5 — ys-^jV^yf;^^-^) y^~;V) ~fnA/ 

j^rxn mm, 

(4) 3- [3- (4- (5-7xs/k!^m*/) y^;V) yn/NV 
5 (5) 4- [3- (4- (5-7^=/^y^^v / ) /o/V 

(6) 4- [3- (4- (6— ^sc^/l^^/U) 7a^~M -fxiAj^^T 

(7) 2- (4- (5-7*^V^^/V^-drV) 37^~ 
10 AO ^P/V^A-T^y] SH& 

(8) 2- [N- (fc°y ^-2-^) (4- (5-:7^~/V 
^^/KfrdE^) yn^V-f/vr ^ 7] mm, 

(9) 2- [3- (4- (4-7^^/^h^v') -2-/0^/ 

15 (10) 3- [3- (4- (4-7^~/K/ b^rvO -2-7o^; 

(11) 2- [ (6- (5-7x=;V'<yf;l't^'» t7^^-2-^^) 

(12) 3- [ (6- (5-7x=^yf^V) -7*7^ W- 2 — f/V) 
20 */^^/V7 5 7 ] ^ P ^Vlt 

(13) 2- [3- (4- (5-^n^^i^v5vM-^s<'') y*.—M y* 

u*j4>vr%n mm, 

(14) 2- [N- [2- (4- (S-?*^^*^) y=c~/V) =c 

afrtt-iw mm, 

25 (15) 3- [3- (4- (5 -y ^-/VO^/V^vO 7*=/V) !7"P hT/k 
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(16) 3- [2- (4- (S-^atS/U^^/l/^V) 7 ^~/V) =cf-)V7 

(17) 2- [N— (t-^h^^/M^/lO -3- (4- (5-7x=;K 

5 (18) 2- [N-^^vP— 3 - (4- (5-7*^/V^<^/^drV) :7;n~ 
/v) ^t>7U] Sim. K5 y^fttfcli^bo^Stt 

14. 

10 (1) 2-^3^-5- [3- (4- (5 -7 x.~A"0<?;Vit**s) 7^ 

(2) 2-^ an- 5- [3- (4- (5 — ^jc^/W^^/ua-^O 7 

(3) 2-^O^E— 5- [3- (4- (5-!7cn— /l^VfvKr^) 

(4) 2-*/U^dri/-5- [3- (4- ( 5 -7 ^—JV^l/J-jVir**/) 7 

(5) 3 5 - [3- (4- (5-7*=^^*^) 7 
20 (6) 2-^^/1/^-5- [3- (4- (S-^-ZW^^vM*^) 7 

(7) 3- [3- (4- ( L 5-y*=-A*0?-A'tt$') 7 ^~JV) -fnAJ 

(8) 3- [N- (fc , U^^-2— f/V) pt?W-3- (4- (5-7cc=/V 
25 *<y*A*X**/) 7^->V) 7°xirtM)\,T%J] 

(9) 3-^an-5- [3- (4- (5-7*=/^^^dr5/) 
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(10) 2- (^>M>y f/V) -5 - [3- (4- (5-7i=/^ 
^^V) 7 * =/V) / V >f /VT 5 / ] ^If^ 

(11) 2- (t'pij^-l-^f/l/) -5- [3- (4- (5-7^-/^^ 
5 Tvft^S') 7 rc =/V) f n / V 4 )VT % J ] £ A#gfe % 

(12) 6- [3- (4- (5-7^^/Wyf-/V^-=3rV) 7^^/W) 
-f /KT 5 / ] t°y -^y- 2 - 

(13) 2- [3- (4- (5-7^^/Wy^V^i/) y ~fxu</ 
/VT 5 y ] fD^y-4-^;i/JifyS, 

10 (14) 4-^no-3- [3- (4- (5-7x5^fWi/) 

/v) yp/V-Y/vr^y] £&#Bk 

(15) 4-^h^v'-3- [3- (4- ( 5 -7cc=/V^^7V^V) 7i 

(16) 2-tKn^-5- [3- (4- (5-y^^/U^^-/U^-^y) 7 
15 7°n/NV-f;WT5:/] 

(17) 2-^^/V-5- [3- (4- (5-7s=;t^yf;l/^^) 
/V) 7°n/^/^/PT5/] 

(18) 2-7^p-5- [3- (4- {5 -y ^-/v^is^/v***/) y^ 
20 (19) 2-^pp-3- [3- (4- (5-y^^/u^yf-;u^-^y) 7i- 

(20) 2-=>n-5- [3- (4- ( 5 -7 si^A^Vf'A'ttZ') 7x^ 

(21) 2- (N, N-v'xW?/) -5 - [3- (4- (5-7a^/W< 

(22) 2- (2, ^-4->f^) -5- [3- (4- (5 
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(23) 2- (N-7tf/V7 5;) -5- [3- (4- (5-7^/1^^ 

(24) 2- (N, N-v^^vKT^/) -5- [3- (4- (5-7^~/i"< 

(25) 4- [3- (4- (5-7 *~J\"<l/*?-jVtt*s) 7x-~/V) 7°n/</ 
J/vr^y] t°y ^>--2-*/V^>^ 

(26) 2-^nn-5- [3- (2-^h^^-4- (5 -^-/W^^vl- 

10 (27) 2-^PD-5- [3- (2-^^/W-4- ($-7 z^-tV^y^iVir 
7=.~jv) 7°n;</J/UTK/l 

(28) tf-jv 2-^nn-5- [3- (2-7y^a-4- {5— 7 a—A* 

(29) 2-#;M?3rV-5- [3- (2-^^-4- (5-7i=;V^yf 
15 7^^/V) ^n^V-f/VT^y] 

(30) 2-#/M*>f- 5- [3- (2-7^P-4- (5-7i^;Ky 

(31) ' 2—*A'i&*?*S- 5- [3- (2-^^-4- ( 5 -^—/WO' 

20 (32) 2-#/M?^V-5- [3- (3-7<l^V-4- (5-7ai=/V^V 
7^~ M yu^/yf/vr^/l 

(33) 2-#uu-5- [3- (3-^^V-4- (5-7x-;^f;W 

(34) 2-#/M?3^>-5- [3- (4- (4-7i=^W*'» 7 31 
25 7*u /V Jfr7$;l 

(35) 2-*^#^>-5- [3- (4- (6-7x=/V^i//l/t^) 7 
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a =./U) y°u J 4 )VT % J ] £S#8K 

(36) 2-^DP-5- [3 - (4- (5-7*-;^f;W) y =c=-?V) 

(37) 2-^np-5- [3- (4- (5 -y^/W^^vKT 3; J ) 
5 ;v) y°u^;<i;vT%n SMSk 

(38) 3- [3- (4- {6-y^;v^^y/v) y*~/U) 7°xv*J<i^T 

(39) 3- [3- (4- (5-->^ n^i/A^yf-fl'ttS') y^~M y° 
10 (40) 2 n p- 5 - [3- (4- (4- (4 ^7i^) -f^Hr 

(41) 2-^t2P-5- [3- (4- (4- (4-* h^'sy^-M zf^JV 

(42) 2-#/t^3^-5- [3- (4- (4- (4-^ h^7x=/V) y° 
15 7vM-*S<0 7^^/V) y P /V^f/l/75y] 3c&#^ 

(43) 2-^nn-5- [3- (2-^l>^-4- (5- (t°IJv^-4- 

(44) 2, 3-^ao-5- [3- (4- ( 5 -^—/W^fyV^V) 
20 (45) 2-^ h^ri/-3-^/V7S>-y-5- [3- (4- (5-7x^7 

(46) 2--FP-5- [3- (3-^ h=¥i/-4- (5 -7*:=./W<y?7V 

(47) 2-^PP-3- [3- (4- (5- (Wiy-2-^/U) ^yf- 

25 ^.c^) ^a/v^r? y] M 

(48) 2-^nn-5- [ (6- (5 -y x.-jV^l/^iV-fr**/) ^y$\sy 
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(49) 2-^dd-5- [3- (4- (5- (4- y ^sJ-jV 

(50) 2-^nn-5- [2-y^vk-3- (4- (5-7x=;l^yf^ 

(51) 5- [3- (4- (4-7i=;^f/V^V) 7*^^) 
T/p -f 7VT ^ y ] 

(52) 2-y pp-5- [3- (4- ( 6 -7x=;I/^^t^» 
7k) -fx*/*J4A>T%J] ^Sfi> 

10 (53) 2-^op-5- [3- (4- (5-7a— /U^^yl/*^) 7i= 
/V) - (2E) -^y^T^] ftAMK 

(54) 2-T$7-5- [3- (4- (5-7*=/^^^^r^) 7^ 

(55) 2-T^y-5- [3- (3-y h^V-4- (5 -^zc-zW^^vk 

(56) 2-^nn-5- [N-y5vk-3- (4- ( 5 

(57) 2-^pp-5- [2- (4- (5-7^=7^^/^^^) :7cc = 
20 (58) 3- [2- (4- (5-7i^yf/^» if/WT 

(59) 2-7/U^-p-5- [2- (4- (5-7^ — /^J^A"*^) 7s 

(60) 5- [2- (4- (5-7x-^f/Vt^) 17 zCf-fVy 

25 ^ y #7kzjwkl tfy^-3-^/u#^ife, 

(61) 2-=hn-5- [2- (4- (5-7x=^^W^) 7i = 
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(62) 3-#/l'tfS>v'-5- [2- (4- (5-7^=-A*<ls'?A'tt%') 7 
ol=.;U) xf;W7 5y^;^=;l/] SAW, 

(63) 6- [2- (4- (5-y^=/^y^/^driy) 7zc=^M ^f-/VT 

(64) 4-^pp-3- [2- (4- (5-7i ~}\"<l/ s ?-}\'jr$r%/) 7x.~ 

(65) 4- [2- (4- (5-7^^/^^/^^^) 7^~M ^?-fl>T 
5 / # t° P y - 2 - * /V^ y ft. 

10 (66) 2-#/l^>^-5- [2- (4- (5-7i^yf;>t^V) 7 

(67) 2-757-5- [2- (4- ( 5 -7i-/W<^t^» 

(68) 2-*/^>v/-5- [3- (4- (5 -7 ^—A^Of-jV***/) 7 

15 *~/u) ynf/vr^y] 

(69) 2-^dp-5- [3- (4- (5-7^^/^y^/^driX) 

/V) 7p *>7 ^ y ] £S#g^ 

(70) 3- [2- (4- (5-7^=/^y^V^-^ri/) 7^~/V) ^)VT 
20 (71) 2- [2- (4- (5-7*=/l^yW*'» 7 ol^)V) 
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